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Description 

[0001 ] This invention relates to certain cyclic amine derivatives that are CCR-3 receptor antagonists, pharmaceutical 
compositions containing tiiem, methods for their use and methods for preparing these compounds. 

5 [0002] Tissue eosinophilia is a feature of a number of pattiological conditions such as astiima, rhinitis, eczema, 
inflammatory bowel diseases and parasitic infections ((see Bousquet, J. et al. A/. Eng. J. Med. 323: 1033-1039 (1990) 
and Kay, A.B. and Corrigan. C.J. Br. Med. Bull. 48:51 -64 (1 992)). In asthma, eosinophil accumulation and activation are 
associated with damage to bronchial epithelium and hyperresponsiveness to constrictor mediators. It is established that 
chemokines such as RANTES, eotaxin, MCP-2, IVICP-3 and MCP-4 activate eosinophils {(see Baggiolini, M. and Dahi- 

10 nden, C.A. Immunol. Today. 15:127-133 (1994), Rot. A. M. et al. J. Exp. Med. 176. 1489-1495 (1992) and Ponath, PD. 
et al. J. Clin. Invest, Vol. 97, #3. 604-612 (1996)). However, unlike RANTES and MCP-3 which also induce tiie migra- 
tion of otiier leukocyte cell types, eotaxin is selectively chemotactic for eosinophils {(see Griffith-Johnson, D. A et al. Bio- 
chem. Biophy. Res. Commun. 197:1167 (1993) and Jose, RJ. et al. Blochem. Blophy. Res. Commun. 207, 788 (1994)). 
Specific eosinophil accumulation was observed at tfie site of administration of eotaxin whether by intradermal or intra- 

15 peritoneal injection or aerosol inhalation ((see Griffrth-Johnson, D.A et al. Biochem. Blophy. Res. Commun. 197:1167 
(1993); Jose. RJ. et al. J. Exp. Med 179. 881-887 (1994); Rothenberg, M.E. et al. J. Exp. Med. 181, 1211 (1995) and 
Ponatti. RD. J. Clin. Invest, Vol. 97, #3. 604-612 (1996)). 

[0003] The CCR-3 receptor has been identified as a rn^or chemoklne receptor which eosinophils use for their 
response to eotaxin, RANTES and MCP-3. It is expressed predominantly on the surface of eosinophils and is highly 
20 selective for eotaxin. When transfected into a murine pre-p lymphoma line, the CCR-3 receptor bound eotaxin. 
RANTES and MCP-3 and conferred chemotactic responses on these cells to these chemokines {{see Ponatii. RD. et 
al. J. Exp. Med. 183. 2437-2448 (1996)). 

[0004] Recentiy. studies have shown that pretreatment of eosinophils with an anti-CCR-3 mAb completely inhibits 
eosinophil chemotaxis to eotaxin, RANTES and MCP-3 ((see Heath H. et al. J. Clin. Invest, Vol. 99, #2. 178-184 

25 (1997)) indicating that CCR-3 antagonists are useful for tiie treatment of eosinophil-mediated inflammatory diseases. 
[0005] Glucocorticoids such as dexamethasone, methprednisolone and hydrocortisone have been used for treating 
many eosinophil-related disorders, including bronchial asttima ((R. R Schleimer et al.. Am. Rev. Respir. Dis., 141, 559 
(1990)). The glucocorticoids are believed to inhibit IL-5, IL-3 mediated eosinophil survival in tiiese diseases. However, 
prolonged use of glucocorticoids can lead to side effects such as glaucoma, osteoporosis and growth retardation in tiie 

30 patients ((see Hanania N.A et al., J. Allergy and Clin. Immunol., Vol. 96. 571-579 (1995) and Saha M.T. et al. Acta 
Paediatrica, Vol. 86, #2, 138-142 (1997)). It is therefore desirable to have an altennatlve means of treating eosinophil 
related diseases wittiout incurring these undesirable side effects. 

[0006] The present invention provides a means of combating eosinophil induced diseases, such as asttima 
[0007] In a first aspect, this invention provides compounds selected from the group of conrpounds represented by For- 
35 mula (0: 

Ar-(F)-(E).CR'R''-(CHR)„, T U Q-Ar^ 

(I) 

SO wherein: 

T and U are both nitrogen; or one of T and U is nitrogen and tiie other is caft)on; 
R** and R^ are, independentiy of each ottier. hydrogen or alkyl; 
n is an integer from 0 to 2, provided ttiat when n is 0. eittier T or U is cartx)n; 
55 m is an integer from 0 to 3; 

Ar and Ar^ are, independentiy of each other, aryl or heteroaryl; 

F is alkylene, alkenylene or a bond, provided that when T and U are nitrogen and F is alkylene, then R^ is not aryl. 
Each R is independently hydrogen or alkyl, or R together witti eittier R^ or R^ and ttie atoms to which they are 
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attached form a carbocycle or a heterocycle; 

and are, independently of each other, selected from: 

(i) hydrogen, alkyt, alkenyt. haloalkyt. cycloalkyi, cycloalkylalkyi, heteroaryl, heteroaralkyt. heterocyclyl, hetero- 
5 cyclylalkyi, heteroalkyi, cyano or -(alky1ene)-C(0)-Z where Z is alkyi, hatoalkyl, alkoxy, haloalkyloxy, hydroxy. 

amino, mono- or disubstituted amino, aryl, aralkyi, aryloxy. aralkyloxy, heteroaryl. heteroarytoxy or heteroar- 
alkyloxy, provided that t>oth R^ and R^ are not hydrogen; or 

(ii) R^ and R^ together vvith the caribon atom to which they are attached form a cart)ocycle or a heterocycle: 

10 E is -C(0)N(R5)-, -S02N(R5)-, -N(R6)C(0)N(R^-, -NCR^SOgNCRS)., -N(R6)C{S)N(R^-, -NCR^jCKO)-, - 
N(R®)C{0)0-. <X}(0)N(R^)- or -N(R®)S02- wherein: 
R®is: 

(i) hydrogen, alkyl. acyl, haloalkyl. cycloalkyi. cycloalkylalkyi. aryl. aralkyi. aralkenyl, heteroaryl, heteroaralkyt, 
75 heterocyclytalkyi, heteroalkyi, or -(alkylene)-C(0)-Z where Z is alkyI, haloalkyl. alkoxy, haloalkyloxy. hydroxy, 

amino, mono- or dlsut}stituted amino, aryl, aralkyi, aryloxy, aralkyloxy, heteroaryl, heteroaryloxy or heteroar- 
alkyloxy; or 

(ii) R^ together with either R^ or R^ and the atons to which they are attached forms a heterocydoamlno group; 
and 

20 

R^ is hydrogen, alkyI, acyl. haloalkyl, cycloalkyi, cycloalkylalkyi, aryl, aralkyi, aralkenyl, heteroaryl, heteroaralkyi, 
heterocyclytalkyi, heteroalkyi. or • (all^lene)-C(0)-Z where Z is alkyt, haloalkyl, alkoxy, haloalkyloxy. hydroxy, 
amino, mono- or disut>stituted amino, aryl. aralkyi. arybxy, aralkyloxy. heteroaryl, heteroaryloxy or heteroaralkyloxy. 

25 provided that when T is nitrogen and E is -C(0)N(R^-. -SOgNCR^)-. .N(R^)C{0)N(R^-. -N(R^)S02N(R^- or - 
N(R^)C(S)N(R^-. then m > 0; 
Q Is -R^-W-R^- wherein: 

R^ is an alkylene chain of between 1 -6 carbon atoms inclusive; 
30 R^ is a bond or an alkylene chain of between 0-4 carbon atoms inclusive; 

W is a bond or a group selected from -C(0)-. -NR^-. -0-, -S(0)o.2-. C(0)N(R^-, -N(R®)C{0)-, -N{R®)S02-. - 
S02N(R^-. -N(R^)C(0)N(R9)-, -N(R9)S02N(R^- or -N(R^C(S)N(R^- wherein: 

P? is hydrogen, alkyl. acyl. haloalkyl, cycloalkyi, cycloalkylalkyi. aryl, aralkyi, aralkenyl, heteroaryl, heteroaralkyt. 
heterocycloalkyi, heteroalkyi. or - (alkylene)-C(0)-Z where Z is alkyl, haloalkyl. alkoxy, haloalkyloxy. hydroxy, amino, 
35 mono- or cfisiibstituted amino, aryl. aralkyi, aryloxy, aralkyloxy, heteroaryl. heteroaryloxy or heteroaralkyloxy, 

provided that when T is nitrogen and U is carbon then W is not •C(0)N(R^)-, and prodrugs, individual isomers, mixtures 
of Isomers and pharmaceutically acceptable salts thereof. 

[0008] In a second aspect, this invention provides phamiaceutical compositions containing a therapeutically effective 
40 amount of a compound of Formula (I) or its pharmaceutically acceptable salt and a pharmaceutically acceptable exdp- 

lent. 

[0009] In a third aspect, this invention provides a method of treatment of a disease in a mammal treatable by admin- 
istration of a CCR-3 receptor antagonist, conprising administration of a therapeutically effective amount of a compound 
of Formula (I) or its pharmaceutk»lly acceptable salt. The disease states include respiratory diseases such as asthma. 
45 [0010] Unless othenivise stated, the following terms used in the specification and claims have the meanings given 
below: 

[0011] "Alkyl" means a linear saturated monovalent hydrocarbon radical of one to six caft>on atoms or a branched 
saturated monovalent hydrocart)on radical of three to six cartE>on atoms, e.g., methyl, ethyl, propyl, 2-propyl. pentyl. and 
the like. 

50 [001 2] "Alkenyl" means a linear monovalent hydrocart}on radical of two to six carbon atoms or a branched monovalent 
hydrocart>on radical of three to six carison atoms, containing at least one double bond, e.g.. ethenyt. propenyt, and the 
like. 

[0013] "Alkylene" means a linear saturated divalent hydrocarbon radical of one to six cartx)n atoms or a branched 
saturated divalent hydrocart)on radical of three to six cartx)n atoms, e.g.. methylene, ethylene, propylene. 2-methytpro- 
55 pylene. pentylene. and the like. 

[0014] "Alkenytene" means a linear divalent hydrocartx)n radical of two to six carbon atoms or a branched divalent 
hydrocart)on radical of three to six cart)on atoms, containing at least one double bond, e.g., ethenylene, 2.4-pentadi- 
enytene, and the tika 
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[0015] "Acyl" means a radical •C(0)R where R is hydrogen, alkyi, alkenyl. cydoalkyl, heteroalkyi, haloalM. aryl, 
aralkyl. heteroaralkyl or heteroaryl, e.g.. acetyl, benzc^. thenoyi, and the like. 

[0016] "Acyloxy" means a radical -OC(0)R where R is hydrogen, alkyl. alkenyl, cydoalkyl, heteroalkyi. haloalkyi or 
optionally sut^strtuted phenyl, e.g., acetoxy. benzoyloxy, and the like. 
5 [0017] "Acylamino" means a radical -NRC(0)R' where R is hydrogen or alkyl and R' is hydrogen, alkyl, alkenyl, 
cydoalkyl, heteroalkyi, haloalkyi or optionally substituted phenyl, e.g., acetylamino, trrfluoroacefylamino, benzoylantino. 
methylacetylamino, and the like. 

[001 8] "Halo" means f luoro. chloro, bromo or lodo, preferably f hjoro and chloro. 

[0019] "Haloalkyi" means alkyl substituted with one or more same or different halo atoms, e.g., -CH2CI, -CF3, - 
10 CH2CF3, -CH2CCI3, and the like. 

[0020] "Cydoalkyl" means a saturated monovalent cydic hydrocarbon radical of three to six ring carbons, e.g., cydo- 
propyl, cydohexyl, and the like. 

[0021 ] "Caitx)cycle" means a saturated, cydic group of 3 to 6 ring atoms in whk;h all the ring atoms are carbon, e.g. , 
cydopentyl, cydohexyl. and the like. 

15 [0022] "Monosubstituted-amino" means a radical -NHR where R is alkyl, heteroalkyi, haloalkyi. cydoalkyl, cycloalky- 
lalkyl or optionally substituted phenyl, e.g.. methylamino, (1-m6thylethyl)amino, phenylamino, and the like. 
[0023] "Disubstituted-amino" means a radical -NRR* where R and R' are independently alkyl, alkenyl, heteroalkyi. 
haloalkyi, cydoalkyl, cydoalkylalkyi or optionally substituted phenyl. Representative examples Indude, but are not lim- 
ited to, dimethylamino, methylethylamino, di(1-methylethyl)amino. methylbenzylamino, and the like. 

20 [0024] "Aryl" means a monovalent monocydic or bicydic aromatic hydrocartx)n radical of 6 to 10 ring atoms, and 
optionally sut>stituted independently with one or more substituents, preferably one or two substituents selected from 
alkyl, haloalkyi, heteroalkyi, cydoalkyl, cydoalkylalkyi, halo, cyano, nitro, acytoxy, optionally sut)stituted phenyl, heter- 
oaryl. heteroaralkyl. amino, monosubstituted amino, disubstituted amino, acylamino. hydr(»cylamlno. amidino. guanid- 
ino, cyanoguanidinyl. hydrazine, hydrazido. -OR [where R is hydrogen, alkyl, haloalkyi, alkenyl, cydoalkyl, 

25 cydoalkylalkyi, optionally substituted phenyl, heteroaryl or heteroaralkyl], -S(0)nR [where n is an integer from 0 to 2 and 
R is hydrogen, alkyl, haloalkyi, alkenyl, cydoalkyl. cydoalkylalkyi, optionally substituted phenyl, heteroaryl. heteroar- 
alkyl. amino, mono or disubstituted amino], -C(0)R (where R is hydrogen, alkyl, alkenyl. cydoalkyl, heteroalkyi, 
haloall^l or optionally substituted phenyl), -CXX)R (where R is hydrogen, alkyl, optionally substituted phenyl, heteroaryl 
or heteroaralkyO, -(alkylene)COOR (where R is hydrogen, alkyl. optionally substituted phenyl, heteroaryl or heteroar- 

30 alkyl). mettiylenedioxy, 1,2-ethylenedioxy, - CONR'R" or -(alkylene)CONffR" (where R' and R" are independentiy 
selected from hydrogen, alkyl, cydoalkyl, haloalkyi, cydoalkylalkyi, optionally substituted phenyl, heteroaryl and heter- 
oaralkyl). More specifically the term aryl indudes, but is not limited to. phenyl, 1-naphttiyl. 2-naphttiyl, and derivatives 
thereof. 

[0025] "Optionally substituted phenyl" means a phenyl group which is optionally substitajted independentiy witii one, 
35 two or tiiree substituents selected from alkyl, haloalkyi, halo, niti'O, cyano, -OR (where R is hydrogen or alkyl). -NRR' 
(where R and R' are independently of each ottier hydrogen or all^l), -COOR (where R is hydrogen or alkyl) or - 
CONR'R" (where R' and R" are independentiy selected from hydrogen or alkyl). 

[0026] "Heteroaryl" means a monovalent monocydic or bicydic aromatic radical of 5 to 1 0 ring atoms containing one, 
two, or three ring heteroatoms selected from N, O. or S, the remaining ring atoms being C. The aromatic radical is 

40 optionally substituted independentiy with one or more substituents, preferably one or two substituents selected from 
alkyl. haloalkyi, heteroalkyi, cydoalkyl, cydoalkylalkyi, halo, cyano, nitro, acyloxy. optionally substituted phenyl, amino, 
monosubstituted amino. disuk)stituted amino, acylamino, hydroxyamino, amidino. guanidino, cyanoguanidinyl, 
hydrazine, hydrazido, -OR [where R is hydrogen, alkyl, haloalkyi, alkenyl, cydoalkyl, cydoalkylalkyi or optionally substi- 
tuted phenyl]. -S(0)nR [where n Is an integer from 0 to 2 and R is hydrogen. alM. haloalkyi. alkenyl, cydoalkyl. 

45 cydoalkylall^. optionally substituted phenyl, amino, mono or disubstituted amino], -C(0)R (where R is hydrogen, alkyl, 
alkenyl, cydoalkyl, heteroalkyi, haloalkyi or optionally substituted phenyl), -COOR (where R is hydrogen, alkyl, or 
optionally substituted phenyl), - (alkylene)COOR (where R is hydrogen, alkyl or optionally substituted phenyl), methyl- 
enedioxy. 1 ,2-etiiylenedioxy, -CONR'R" or -(alkylene)CONR'R" (where R' and R" are independently selected from 
hydrogen, alkyl, cydoalkyl. haloalkyi, cydoalkylalkyi or optionally substituted phenyQ. More specifically ttie term heter- 

50. oaryl includes, but is not limited to pyrkiyl. pynrolyl. ttiiophene, pyrazolyl, thiazolyl, imidazdyl, pyrimidinyl, tiiiadiazolyl, 
indolyl, cartsazdyl, azaindolyl, benzofuranyl, benzotriazolyl, benzisoxazolyl, purinyl, quinolinyl. benzopyranyl, and deriv- 
atives thereof. 

[0027] "Heterocydoamino" means a saturated or unsaturated monovalent cydic group of 5 to 8 ring atoms, wherein 
at least one ring atom is N and optionally contains a second ring heteroatom selected from ttie group consisting of N, 
55 O, or S(0)n (where n is an integer from 0 to 2). ttie remaining ring atoms being C. The heterocydoamino ring may be 
fused to a heteroaryl ring, or it may be optionally substituted independentiy witii one or more substituents. preferably 
one or two substituents. seleded from all^, haloalkyi, cydoalkyl, cydoalkylalkyi, aryl, aralkyl, heteroaryl, heteroaralkyl. 
halo, cyano, acyl, amino, monosubstituted amina disubstituted amina - COOR (where R is hydrogen or alkyl). -XR 
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(where X is O or S(0)n, n is an integer from 0 to 2, and R is hydrogen, alkyl, haloalkyl. cycloalkyl. cycloalkylalkyf. aryi, 
aralkyl. heteroaryl or heteroaralkyi) or -CONR'R'* (where R' and R" are independently selected from hydrogen or alkyl). 
Representative examples include txjt are not limited to pynx)lldlno. piperidino. 4-benzoylplperidino. morpholino, plper- 
azino. 4-(4-benzyloxyphenyl}piperazino, indolino, and the like. 

5 [0028] "Heterocycle** or ''Heterocyctyr means a saturated or unsaturated cyclic radical of 3 to 8 ring atoms in which 
one a two ring atoms are heteroatoms selected from N, O, or S(0)n (where n is an integer from 0 to 2). TTie heterocycio 
ring may be optionally substituted independently with one, two or three substituents selected from alkyl, haloalkyi, 
cycloalkyl, cydoalkylalkyl, aryl, aralkyl, heteroaryl, heteroaralkyi, halo, cyano. acyl, acytamino, amino, monosubstituted 
amino, disubstituted amino, - CXX)R (where R is hydrogen or alkyl), -XR (where X is O or 8(0)^, where n Is an integer 

10 from 0 to 2 and R is hydrogen, alkyl, haloalkyi, cycloalkyl, aralkyl, aryi, heteroaryl or heteroaralkyi) or 

-CONR'R" (where R' and R" are independently selected from hydrogen or alkyl). Representative examples include, but 
are not limited to tetrahydropyranyl, piperidino, 1-(4-chlorophenyl)piperidino, and the like. 

[0029] "Heteroalkyl" means an alkyl, cycloalkyl, or cydoalkylalkyl radical as defined above, carrying a substituent con- 
taining a heteroatom selected from N, 0, S(0)n where n is an integer from 0 to 2. Representative substituents include 

75 -NR®R^, OR^ or - S(0)nR*^, wherein n is an integer from 0 to 2, R* is hydrogen, alkyl, haloalkyi, cycloalkyl, cydoalkyla- 
lkyl, optionally substituted phenyl, or -COR (where R is alkyl). R^ is hydrogen, alkyl. -SO2R (where R is alkyl or hydroxy- 
alkyl), -SO^NRR' (where R and R' are independently of each other hydrogen or alkyl). -CONR'R". (where R' and R" are 
independently selected from hydrogen or alkyl) and R^ is hydrogen, alkyl, cydoalM, cydoalkylall^. optionally substi- 
tuted phenyl, amino, monositetituted amino, or disubstituted amino. Representative examples indude. but are not lim- 

20 ited to 2-methQxyethyl, benzyloxymethyl, thiophen-2-ytthiomethyl, and the like. 

[0030] "Hydroxyalkyl" means a linear monovalent hydrocarbon radical of two to six carbon aton^ or a branched mono- 
valent hydrocartx)n radical of three or six cart)on8 substituted with one or two hydroxy groups, provided that if two 
hydroxy groups are present they are not both on the same carixn atom. Representative examples include, but are not 
limited to, 2-hydroxyethyl, 2-f^droxypropyl. 3-hydroxypropyl. 1-(hydrQxymethyl)-2-methylpropyl, 2-hydrQxybutyl, 3- 

25 hydroxybutyl, 4-hydroxybutyl. 2.3-dihydroxypropyl. 1-(hydroxymethyl)-2-hydrQxyethyl, 2.3-dihydroxybutyl, 3,4-dihy- 
droxybutyl and 2-(hydroxymethyO-3-hydroxypropyl. preferably 2-hydrQxyethyl, 2,3-dihydrcKypropyl. and 1-(hydraxyme- 
thyO-2-hydrQxyethyl. 

[0031 ] "CycloalMalkyf" means a radk»l -R^R^ where R° is an alkylene group and R^ is a cyctoalkyi group as defined 
above e.g., cydopropylmethyl, cyclohexylpropyl, 3-cydohexyl-2-methylpropyl. and the like. 
30 [0032] "Aralkyl" means a radical -R^R^ where R^ is an alkylene group and R'' is an aryl group as defined above e.g., 
benzyl, phenylethyl. 3-(3-chlorophenyl)-2-methylpentyl, and the like. 

[0033] "Heteroaralkyi" means a radical -R^R^ where R^ is an alkylene group and R^ is a heteroaryl group as defined 
above e.g.. pyridin-3-ylmethyl, 3-(benzofuran-2-yl)propyl, and the like. 

[0034] "Heterocyclylalkyl" means a radical -R°R^ where R° is an alkylene group and R^ is a heterocyclyt group as 
35 defined above e.g.. tetrahydropyran-2-ylmethyl, 4-methylpiperazin-1 -yiethyl, and the like. 

[0035] "Alkoxy", "haloalkyloxy", "aryloxy", "heteroaryloxy", "aralkyloxy", or "heteroaralkyloxy" means a radical -OR 
where R is an alkyl, haloalkyi, aryl, heteroaryl, aralkyl, or heteroaralkyi respectively as defined above e.g., methoxy, 
phenoxy. pyridin-2-yloxy, benzyloxy. and the like. 

[0036] "Optional" or "optionally" means that the subsequently described event or drcumstance may but need not 
40 occur, and that the description indudes instances where the event or drcumstance occurs and instances in whteh it 
does not. For example, "heterocydo group optionally mono- or di- substituted with an alkyl group" means tiiat the alkyl 
may but need not be present, and the description includes situations where the heterocycio group is mono- or disubsti- 
tuted with an alkyl group and situations where the heterocycio group is not substituted with tiie alkyl group. 
[0037] "Amino-protecting group" refers to those organic groups intended to protect nitrogen atoms against undesira- 
45 ble reactions during syntiietic procedures e.g., benzyl, benzyloxycaribonyl (CBZ). f-butoxycart)onyl (BOO), trifluoro- 
acetyl, and tiie like. 

[0038] Compounds that have tiie same molecular formula but differ in tiie nature or sequence of bonding of their 
atoms or the arrangement of their atoms in space are termed "isomers". Isomers that differ in the arrangement of their 
atoms in space are termed "stereoisomers". Stereoisomers that are not mirror images of one another are termed "dias- 

50 tereomers" and those that are non-siperinrposable mirror images of each other are termed "enantiomers". When a 
compound has an asymmetric center, for example, it is bonded to four different groups, a pair of enantiomers is possi- 
ble. An enantiomer can be characterized by tiie absolute configuration of its asymmetric center and is described by the 
and S-sequencing rules of Cahn and Prelog. or by the manner in which the molecule rotates tiie plane of polarized 
light and designated as dextrorotatory or levorotatory (i.e., as (•»•) or (-)-i8omer8 respectively). A chiral compound can 

55 exist as either individual enantiomer or as a mixture thereof. A mixture containing equal proporttons of the enantiomers 
is called a "racemic mixture". 

[0039] The compounds of this invention may possess one or wore asymmetric centers; such compounds can there- 
fore be produced as individual (R)- or (S)- stereoisomers or as mixtures thereof. For example, if the R^ and R"^ substit- 
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uents in a compound of Formula (I) are different, then the cartx)n to which they are attached is an asymmetric center 
and the compound of Formula (I) can exist as an (R)- or (S)-stereoisomer. Unless indicated othenAfise, the desaiption 
or naming of a particutar compound In the specification and claims Is intended to include both Individual enantiomers 
and mixtures, racemic or othenwise, thereof. The methods for the determination of stereochemistry and tiie separation 
5 of stereoisomers are well-l^own in the art (see discussion in Chapter 4 of "Advanced Organic Chemistry", 4th edition 
J. March. John Wiley and Sons, New YorK 1992). 

[0040] A "pharmaceutlcally acceptable exdpient" means an exctpient tiiat is useful In preparing a pharmaceutical 
composition tiiat Is generally safe, non-toxic and neitiier biologically nor othenArise undesirable, and includes an exdp- 
ient tiiat is acceptable for veterinary use as well as human pharmaceutical use. "A pharmaceutically acceptable excip- 
10 lent" as used in the specification and claims includes both one and more than one such excipient. 

[0041 ] A "pharmaceutically acceptable salt" of a compound means a salt that is pharmaceutically acceptable and that 
possesses tiie desired pharmacological activity of tiie parent compound. Such salts include: 

(1) acid addition salts, formed with inorganic acids such as hydrochloric acid, hydrobromic acid, sulfuric acid, nitric 
IS acid, phosphoric acid, and the like; or formed witii organic acids such as acetic acid, propionic acid, hexanoic acid, 

cydopentanepropionic acid, glycolic add. pyruvic add, tactic acid, malonic acid, sucdnic acid, malic add, maleic 
acid, fumaric acid, tartaric acid, citric acid, benzoic acid. 3-(4-hydroxyt>enzoyl)benzoic add, cinnamic add. man- 
delic acid. metiianesuHbnic acid, etiianesulfonic add, 1,2-ethane-di8ulfbnic acid. 2-hydroxy6tiianesulfbnic add, 
benzenesulfonic add, 4-chlorobenzenesulfonic acid, 2-napthatenesulfbnic add, 4-toluenesulfonic acid, cam- 
20 phorsuHbnic acid, 4-methylbicyclo[2.2.2]oct-2-ene-1-cartx)xylic acid, glucoheptonic add. 4,4'-methylenebis- (3- 
hydroxy-2-ene-1-carboxylic add), 3-phenytpropionic add, trimetirylacetic acid, tertiary butylacetic acid, lauryl sulfu- 
ric acid, gluconic acid, glutamic acid, hydroxynapttioic acid, salicylic acid, stearic add, muconic acid, and the like; or 

(2) salts formed when an acidic proton present in the parent compound either Is replaced by a metal Ion, e.g., an 
alkali metal ion. an alkaline eartii Ion, or an aluminum ion; or coordinates with an organic base such as eth- 

25 anolamine, diethanolamlne, triethanolamine, tromethamine, A/-methylglucamine, and tiie like. 

[0042] "Leaving group" has tiie meaning conventionally assodated witii it in synthetic organic chemistry i.e., an atom 
or group capable of being displaced by a nucleophile and includes halogen, alkanesutfonyloxy, arenesuKbnyloxy, ester, 
or amino such as chloro, bromo, iodo, mesyloxy, tosyloxy, trrfluorosulfbnykixy, methcxy, N,0-dimethylhydroxylamino, 
30 and the like. 

[0043] "Pro-drugs" means any compound which releases an active parent drug according to Formula (I) in vivo when 
such prodrug is administered to a mammalian subject. Prodrugs of a compound of Formula (I) are prepared by modify- 
ing functional groups present in the compound of Fomiula (I) in such a way that the nnodif lcatk)ns may be deaved in 
vivo to release the parent compound. Prodrugs include compounds of Fbrmula (I) wherein a hydroxy, sulfhydryl or 
35 amino group in connpound (I) is bonded to any group tiiat may be cleaved in vivo to regenerate the free hydroxyl . amino, 
or sulfhydryl group, respectively. Examples of prodrugs include, but are not limited to esters (e.g.. acetate, formate, and 
benzoate derivatives), cartsamates (e.g.. N.N-dimethyiaminocartx)nyi) of hydroxy functional groups in compounds of 
Formula (I), and tiie like. 

[0044] "Treating" or Ireatment" of a disease includes: 

40 

(1) preventing the disease, i.e. causing tiie clinical symptoms of tiie disease not to develop in a mammal tiiat may 
be exposed to or predisposed to the disease but does not yet experience or display symptoms of the disease, 

(2) inhibiting tiie disease, i.e., arresting or reducing the development of the disease or its dinical symptoms, or 

(3) relieving the disease, i.e., causing regression of tiie disease or its clinical symptoms. 

45 

[0045] A "therapeutically effective amount" means the amount of a compound that, when administered to a mammal 
for treating a disease, is sufficient to effect such treatment for the disease. The "therapeutically effective amount" will 
vary depending on the compound, tiie disease and Its severity and the age. weigfit. etc., of the mammal to be treated. 
[0046] The nomenclature used in this application is generally based on the lUPAC recommendations, e.g., 

so 

a compound of Formula (I) where T and U are nitrogen, n and m are 1 . R. R\ and R^ are hydrogen, R^ is 1- 
methylethyl, E is -C(0)NH-, F is a bond, Q Is -CH2-. Ar is phenyl, Ar^ is 3,4-chlorophenyl and the stereochemistry 
at tiie carbon to which R^ and R^ are attached Is RS Is named, N-{1(RS)-[4-(3,4-dlchlorobenzyOpiperazln-1-ylme- 
thyl]-2-nnetiiylpropyl]benzamide. 

55 

[0047] A compound of Formula (I) where T and U are nitrogen, n and m are 1 . R. R^ . R^ and R^ are hydrogen. R^ Is 
1 ,1 -dimethylethyl, E is •NHC(0)NH-, F is a bond, Q is 'CH2-, Ar Is phenyl, Ar^ is 3,4-chlorophenyl and the stereochem- 
istry at the carbon to which R^ and R^ are attached is RS is named. 1-{1(/?S)-[4-(3,4-dichlorobenzyOpiperazln-1-yl- 
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methyl]-2,2-dimethylpropyl}-3-phenylurea. 

[0048] A compound of Formula (I) where T and U are nitrogen, n and m are 1 , R, R\ and R^ are hydrogen, E is - 
C(0)NR^-. R^ and R^ together form a 3-pyrrolino ring, F is a bond, Q is -CH2-P Ar is 4-methylphenyl, Ar^ is 3,4-chloFoph- 
enyl and the stereochemistry at the cartx)n to which R^ and R"^ are attached Is HS is named, {2-(f?S)-[4-(3,4-dlchloro- 
5 benzyl)piperazin-1 -ylmethyl]-1 -(4-methylbenzoyl)-3-pyn'oline. 

[0049] A compound of Formula (I) where T Is nitrogen, U is cart)on. n and m are 1 , R, R\ R^ and R^ are hydrogen, 
R"* is 1-methylethyl, E is -C(0)NH-, F is a bond, Q is - CHg-, Ar is 4-methylphenyl, Ar^ is 3,4-chlorophenyl and the ster- 
eochemistry at the carbon to which R^ and R^ are attached is S is named, N-{1(S)-[4-(3,4-dichlorobenzyf)piperidin-1- 
yl-methyQ-2-methylpropyl}-4-methylbenzamide. 



Representative compo unds of this invention are as follows: 

I. Representative compounds of Formula (I) where T and U = nitrogen; m and n ^1 ; R-R''sR^=R^=hydrogen; Q - -CH2- 
; E = -C(0)NH- and other groups are as defined below are: 
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55 and are named as: 



2. N-{1 (S)-[4-(3,4-Dichlorobenzyl)pipera2in-1 -ylmethyO-2,2-dimethytpropyl)-4-methyibenzamide dihydrochloryde 
salt 
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3. N41(S)-[4-(3.4'Dichlorobenzyl)piperazin-1-ylmethyq-2-methylpix)^ dihydrochloride 
salt. 

4. N-{1 (/?5)-[4-(3,4-Dichlorobenzyl)piperazin-1 -ylmethyt]-2-met^ 

7. N-{1(HS)-[4-(3.4-Dichlorobenzyl)piperazin-1-ylmethyl]-2-methylpropyt} dihydrochloride salt. 

8. N^1{S)-[4-(3,4-Dichlaoben2yl)piperaziri-1-ylmethyl]-2-methyl^^^ dihydrcwhioride salt. 
1 9. N-{1 (S)-[4-(3,4-Dichlorobenzyl)piperazin-1 -ylmethyl]-2-methylpropyl}-2-napthaleneamide. 

25. N-{1(^S)-[4-(3,4-Dichlorobenzyl)piperazin-1-ylrnetl^-2-m6thylpr^ 

35. N^1{H)K;ycIohexyl-2-[4-(3.4<Jichlo^DbenzyOpiperazin-^yl]et^ 

37. N-{1 (HS)-[4-{3,4-Dichloroben2yl)pipera2in-1 -yimethyn-3-methylbutyl}-4-phenylbenzarn^ 

44. N-{1 (flS)-[4-(3,4-Dlchloroben2yl)piperazin-1 -ylrnethyn-2-methylpropyl}-3-(4-methylphenyl)aCT^ 

II. Representative oompounds of Formula (I) where T = nitrogen; U = cartx>n; m and n =1; R=R^s=R^:=R^=:hydrogen; F 
= bond; E = -C(0]NH- and other groups are as defined below are: 



[0051] 
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and are named as: 

57. N-{1(S}-[4-(3.4-DichlorobenzyQpiperidin-1-ylmethyq-2-methylpropyQ-4-m hydrochloride salt. 
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59. N-{1 (f7S)-[4-(4-Amino-5-diloro-2-methoxyphenylcaitX)riyl^ -ylmethyq-2-methylpropyl}- 
4-methylbenzamide. 

III. Representative compounds of Formula (I) wtiere T and U = nitrogen; m and n =1 ; R=R^=r2=R^= hydrogen; Q= - 
CH2- and F = bond; E = -C(0)NR^-; R^ together with R"* and the atoms to which they are attached = heterocycloamino 
group and other groups are as defined below are: 



[0052] 
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and are named as: 

77. {1 -(4-M6thylbenzoyQ-2(RS)-[4-(3.4<ychlorobenzyqpiperazirv -ylmethyQlpiperidine dihydrochlorkJe salt. 



55 
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IV. Representative compounds of Formula (0 where T and Us nitrogen; m and noi; R^bR^bR^b hydrogen; Qs-CHg- 
; E s-NHC(0)NH- and other groups are as defined below are: 
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55 and are named as: 



82. 1-{1(/?)-{4-(3,4-Dichlorobenzyl)piperazin-1-ylmethyq-2-methylpr^^ 
84. 1 42(/?S)-[4-(3.4-Dichiorobenzyl)piperazin-1-yqcyclohex^ 
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92. 1-{1 (HS)-[4-(3,4-Dichlorobenzyl)ptperazin-1 -ylme1hyl]-2-methylpropyl}-3-benzylurea. 

V. Representative compounds of Formula (I) where T » nitrogen; U = cartx)n; m and n =1 ; R=R'':sR^»R^shydrogen; F 
= bond; and E = -NHC(0)NH- and other groups are as defined below are: 

[0054] 



Ar-NHC(0)NH 
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50 


CPD 




00 

o\ 




8 


o 


O 


S 


s 

1-H 
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Mass 
Spec. 




M.Pt. 




















Stereo- 
chem 




i * 





and are named as: 

98. 1-{1(S)-[4-(3,4-Dichlorobenzy!)piperklin-1-ylmethyl]-2-methylpropyl}-3-(3-meth 
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VI. Representative compounds of Formula (Q where T and U = nitrogen; m and n =1; R=R^=r2=r3= hydrogen; Q « 
CH2-; E ^ •NHC(S)NH- and other groups are as defined below are: 



[0055] 



Ar-F-NHC(S)NH 



15 



20 



2S 



30 



CPD# 


Stereo-chem 


Ar 


F 


R^ 




Mass Spec, m/e 


107 


(RS) 


3-methylphenyl 


bond 


1 -methylethyl 


4-chlorophenyt 


444 


108 


{RS) 


2-fluorophenyl 


bond 


1-methylethyl 


3,4-dichlorophenyl 


482 


109 


{RS) 


1-napthyl 


bond 


1 -methylethyl 


4-chlorophenyl 


480 


110 


{RS) 


2-methoxyphenyl 


bond 


1 -methylethyl 


3,4-dichlorophenyl 


494 


111 


{RS) 


3-methylthiopheny1 


bond 


1-methylethyl 


3,4-dichlorophenyl 


510 


112 


{RS) 


2,4-difluorophenyl 


bond 


2-methylpropyl 


3,4-dichlorophenyl 


514 


113 


{RS) 


4-N.N-dimethylami- 
nophenyl 


bond 


1-methylethyl 


4-chlorophenyl 


473 


114 


{RS) 


4-methoxyphenyl 


-CH2- 


1-methylethyl 


3.4-dichlorophenyl 


508 


115 


{RS) 


4-trrfluoromethyl- 
phenyl 


bond 


1-methylethyl 


4-chlorophenyl 


498 


116 


{RS) 


3-chlorophenyl 


bond 


2-methylpropyl 


3p4-dichlorophenyl 


512 



35 and are named as: 



1 07. 1 -{1 (ffS)-[4-(4-Chlorobenzyl)piperazin-1 -yl]-2-methylpropyl}-3-(3-methylphenyl)-2-thiourea. 
1 11 . 1 -{1 (ffS;-[4-(3.4-Dlchlorobenzyl)pfperazin-1 -yl]-3-methyli3utyl}-3-(2,4-dif luorophenyQ-2-thiourea. 

40 VII. Representative compounds of Formula (I) where T and U = nitrogen; m and n =1 ; RsR^sR^sR^e hydrogen; F = 
bond; Q = -CH2-; E = -SO2NH- and other groups are as defined below are: 



45 



[0056] 



Ar-S02NH.^^\^/^ 
^ \ / 



.Ar^ 



so 



55 
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CPD# 


Stereo-chem 


At 






Mass Spec, m/e 


117 




4-fluorophenyl 


1 -methylethyl 


3.4-dichIoropheny1 


487 


118 


{RS) 


4-ch(orophenyl 


1 -methylethyl 


4-chloropheny1 


469 


119 




4-nitrophenyl 


1 -methylethyl 


3,4-dich!oropheny1 


514 


120 


(fl) 


thiophen-2-yl 


1 -methylethyl 


4-chlorophenyl 


441 


121 


[RS) 


4-trifluorophenyl 


1 -methylethyl 


4-chlorophenyl 


503 


122 


{RS) 


2,4-dichlorophenyl 


2-methylpropyl 


3.4-dichlorophenyl 


511 


123 




3-bromophenyl 


2-methylpropyt 


3.4-dlchlorophenyl 


561 


124 




4-methylphenyl 


1 -methylethyl 


4-chlorophenyl 


449 


125 




2-chloro-4-fluorophenyi 


1 -methylethyl 


4-chlorophenyi 


487 


126 


(R) 


2-nitro*4-triftuoromethyl- 
phenyl 


1 -methylethyl 


4-chlorophenyl 


480 (M+ -CF3) 


127 


(RS) 


3,4-dimethGKyphenyl 


1 -methylethyl 


4-chlorophenyl 


495 



and are named as: 

117. N41(fO-[4-(3,4-Dichlorobenzyl)piperazin-1-ylmethyO-2-methy1propyl}-4-fluorobenzenesulfonami^^^ 
1 20. N-{1 (HS)-[4-(3,4-Dichlorobenzyl)piperazin-1 -ylmethyq-3-methylbutyl}-2,4Kjichlorobenzenesulfon^ 

VIII. Representative compounds of Formula (I) where T and U b nitrogen; m and n oi ; r^sR^sR^^ hydrogen; F = bond; 
Q = -CHg-; E = -NHC(O)- and other groups are as defined below are: 

[0057] 

R 

Ar-NHC(0).^J^ / ^ 
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35 



Mass 
Spec, 
m/e 










M.Pt. 


256.2-256.7 


262.5-262.9 








i 

g 

JC 

1 

o 
m 


3,4-dichlorophenyl . 2HC1 


3,4-dichlon)phenyl . 2HC1 


3,4-dichlorophenyl 




as 


X 








methyl 


methyl 












cyclopentyl 


cyclopentyl 




4-methylphenyl 


phenyl 


4-methylphenyl 


4-methylphenyl 


Stereo- 
chem 


1 


1 




1—4 




QO 
CM 




o 
m 


CO 



59 and are named as: 

128. 2-(RS)-[4'(3,4-Dichlorobenzy1)piperazin-1-ylmethyn-N-(4-methylphenyqpropionamide dihydrochloride salt. 
130. 2-(/^-[4-(3.4-Dichlorobenzyl)piperazin-1-ylmethyl]-N-(4-m6^ dihy- 
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drochloride salt. 

IX. Representative compounds off Formula (I) where T = carbon; U = nitrogen; n =1 ; R^R'^BR^sR^shydrogen; F = tx}nd; 
and Q « -CH2-; E = -C(0)NH- and other groups are as defined below are: 

5 



[0058] 



10 



IS 



20 



25 



30 



40 



45 



SO 



55 
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10 



15 



20 



25 



30 



35 



40 



415 



SO 



M.Pt. 


161.4-161.8 


233.9-235.5 


< 


3,4-dichlorophenyl 


3,4-dichlorophenyl 




E 


a 


E 


o 






1-methylethyl 


l-methylethyl 


u 


s 

1 


-C(0)NH- 


< 


4-methoxyphenyl 


4-methylphenyl 


Stereo- 
chem 






S * 

u 


<N 
CO 


en 



55 and are named as: 

133. N41-[1{RS)-[1-(3,4-Dichloroben2yl)piperidin-4-ylmelhyQ-2-methylpropyl}-4-me^ 
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Certain compounds of Formula (0 are preferred. 



Ar.(F)-(E)-CR V-(CHR)„ T U Q-Ar^ 

\/jJn 

(I) 

[0059] A preferred group of compounds are those wherein: 

nisi; 
m Is 0 or 1 ; 
F is a bond: 

Q is an all^lene chain of between 1 to 6 carbon atoms inclusive, more preferably methylene; and 
E is -C{0)N(R^-. -S02N{R^-, -N(R^)C(0)N(R^- or -N(R6)C(0)-. 

[0060] Within the above preferred group a more preferred group of conrpounds is that v^ereln: 

R, R\ r2 and R^ are hydrogen; and 

E is -C(0)N(R^-. preferably -C(0)NH-. Another more prefen-ed group of compounds Is wherein: 

R, R\ r2 and R® are hydrogen; and 

E is -N(R^C(0)N(R^-, preferably •NHC(0)NH-. 

[0061 ] Within these preferred and more preferred groups of corrpounds a particularly preferred group of compounds 
is that wherein T and U are nitrogen; 

Another particularly preferred group of compounds is that wherein T is nitrogen and U is carbon; 
Yet another particularly preferred group of compounds Is that wherein T is carbon and U Is nitrogen; 

[0062] Within the above preferred, more preferred and particularly preferred groups where T and U are both nitrogen 
or where T Is nitrogen and U is cait)on, most prefenred compounds are those wherein: 

R*isalkylorheteroalkyl, preferably 1-methylethyl, 1,1-dimethylethyl, 2-methylpropyl, S-hydroxypropyi, 1-hydroxye- 
thyl or 2-hydrQxyethyl, more preferatjiy 1-methylethyl or 1,1-dimethylethyl; 

Ar is a heteroaryl or aryl ring, preferably a pyridin-2-yI. pyridin-3-yl, quinolin-3yl or 5-methylthiophen-2-yl ring or a 
phenyl ring optionally substituted with one. two or three substituents selected from alkyi, heteroalkyl. alkoxy. acyl, - 
SOgR (where R is alkyt, amino or mono or disubstituted amino), methylenedioxy, hydroxy, halo, amino, mono- or 
disubstituted amino, -CONR'R" (where R' and R" are hydrogen or alkyI) or -COOH, wore preferably a phenyl ring 
optionally substituted with one or two substituents selected from methyl, methoxy, fluoro, chloro, dimethylamino, 
acetyl, hydroxy, amino, methylenedioxy, -S02Me, 2-acetylaminoethyi, 2-[(R)-amino-3-methiylbutyrylamino]ethyl, 2- 
aminoethyl. aminomettiyl. hydroxymethyl, aminocaitonyl, -COOH. most preferably phenyl, 4-chlorophenyl. 3.4-dif- 
luorophenyi. 4-methylphenyl, S-methoxyphenyl, 4-methQxyphenyl. 4-hydrQxyphenyl. 3.4-methylenediQxyphenyl, 4- 
met^suHbnylphenyl. 4-[(2-acetyl-amino)ethyl]phenyi. 4-{2-[(^-amlno-3-methylbutyrylamino]ethyl}phenyl. 4-(2- 
aminoethyl)phenyl, 4-(aminomethyl)phenyl, 4-(hydroxymethyl)phenyl, 3-aminocarbonylphenyl. 3-carboxyphenyt, 
2.5-dimethoxyphenyl, 3,5-dimethoxyph8nyl, 3,4-dimethoxyphenyi or 4-aminophenyl ; and 
Ar^ is a heteroaryl or aryl ring, preferably 1-acetylindol-3-y1, 3-methylbenzothiophen-2-yl or 5-nitrothiophen-3-yl. or 
a phenyl ring optionally substituted with one, two or three substituent selected from alkyI, heteroalkyl. alkoxy. halo, 
' trifluoromethyl, nitro. or mono- or disubstituted amino, more preferably a phenyl ring substituted with one, or two 
substituents selected from methyl, methoxy, chloro, fluoro, trifluoromethyl or nitro, most preferably 4-nrtrophenyl, 4- 
trifluoromethytphenyl. 4-chlorophenyl, 3.4-drfluorophenyl. 2.3-dichlorophenyl, 3-methyl-4-nitrophenyl, 3-chloro-4- 
f luorophenyl or 3,4-dichlorophenyl. 
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[0063] Within the above preferred, more preferred and particularly preferred groups where T is cart>on and U is nitro- 
gen, most preferred compounds are those wherein: 

R"^ is alKyl or heteroalkyi, preferably methyl. 1-methylethyt, 1,1-dlmethylethyl, 2-methytpropyl, S-hydrcxypropyl, 1- 

5 hydroxyethyl or 2-hydroxyethyl. 

Ar Is a heteroaryl or aryl ring, preferably a pyridln-2-yl, pyridin-S-yl, quinolin-3yl or 5-methylthiophen-2-yl ring or a 
phenyl ring optionally substituted with one, two or three substituents selected from alkyi, heteroalkyi, aikoxy, acyl. - 
SO2R (where R is alkyi, amino or mono or disubstituted amino), methylenedioxy, hydroxy, halo, amino, mono- or 
disubstituted amino, -CONR'R" (where R' and R" are hydrogen or alkyI) or -COOH, more preferably a phenyl ring 

10 optionally substituted with one or two substituents selected from methyl, methoxy, fluoro, chloro, dimethylamino, 
acetyl, hydroxy, amino, methylenedioxy, -S02Me, 2-aoetylaminoethyl, 2-[(fl)-amino-3-methylbutyrylamino]ethy1, 2- 
aminoethyl. aminomethyl. hydroxymethyt, aminocartx>nyl or -COOH, most preferably phenyl, 4<hlorophenyl, 3,4- 
difluorophenyl, 4-methylphenyl. 3-methoxyphenyl, 4-methQxyphenyl. 4-hydrQxyphen^. 3.4-methylenedioxyphenyl. 
4-methylsulfbnylphenyl, 4-[(2-acetylamino)ethyl]phenyl, 4-{2-[(H)-amino-3-methylbutyrylamino]ethyl)phenyl, 4-(2- 

15 aminoethyl)phenyl, 4-(aminomethyl)phenyl. 4-(hydroxymethyl)phenyl, 3-aminocaitx)nyl-phenyl, 3-carboxyphenyl, 
2,5-dimethoxyphenyl. 3,5-dimethoxyphenyl. 3,4<jimethQxyphenyt or 4-aminophenyl ; and 
Ar^ is a heteroaryl or aryl ring, preferably 1-ac6tylindol-3-yl. 3-methylbenzothiophen-2-yl, 5-nitrothiophen-3-yl or a 
phenyl ring optionally substituted with one. two or three substituent selected from alkyI, heteroalkyi, aikoxy, halo, 
trrfluoromethyl, nitro, or mono- or disubstituted amino, more preferably a phenyl ring substituted with one, or two 

20 substituents selected from methyl, methoxy, chloro, fluoro, trifluoromethyl or nitro, most preferably 4-nitrophenyl, 4- 
trlfluoromethylphenyl, 4-chlorophenyl, 3,4-difluorophenyl, 2,3-dichlorophenyl, 3-methyl-4-nitrophenyl, 3-chloro-4- 
fluorophenyl or 3,4-dichlorophenyi. 

[0064] Within the above preferred groups, particularly preferred compounds are those of formula I wherein n and m 

25 are 1 ; F is a bond; Q is an alkylene chain of between 1 to 6 carbon atoms inclusive; and E is -C(0)N(R^-. -S02N(R^- 
, -N(R6)C(0)N(R^- or N(R^)C(0)-; particularly wherein R. H\ R^ and R^ are hydrogen; and E is -C(0)N(R^-; particu- 
larly wherein T and U are both nitrogen; particularly wherein R^ is alkyI or heteroalkyi and R^ is hydrogen; particularly 
wherein Ar and Ar^ are aryl; particularly wherein R^ Is 1-methylethyl. 1,1-dimethyfethyl, 2-methytpropyl, 3-hydroxypro- 
pyl, 1 -hydroxyethyl or 2-hydroxyethyl; particularly wherein Ar is a phenyl ring optionally suk)stituted with one, two or 

30 three substituents selected from alkyi. heteroalkyi, aikoxy, acyl, -SO2R (where R is alkyI, amino or mono or disubstituted 
amino), methylenedioxy. hydroxy, halo, amino, mono- or disubstituted amino, -CONR'R" (where R' and R" are hydrogen 
or alkyI) or -COOH; and Ar^ is a phenyl ring optionally substituted with one. two or three substituent selected from alkyl. 
heteroalkyi, aikoxy. hato, trifluorometf^l. nitro or mono- or disubstituted amino; particularly wherein Ar is phenyl, 4-chlo- 
rophenyl, 3,4-difluorophenyl, 4-methyIphenyl, 3-methoxyphenyl, 4-melhoxyphenyl, 4-hydroxyphenyl,3,4-methylenedi- 

35 oxyphenyl. 4-methylsulfonylphenyl, 4-[(2-acetyl-amlno)ethyl]phenyl, 4-{2-[(R)-amino-3-methylbutyryl- 
amino]ethyl}phenyl, 4-(2-aminoethyl)phenyl, 4-(aminomethyi)-phenyl. 4-(hydroxymethyOphenyl, 3-aminocarbonylphe- 
nyl, 3-caitx)xyphenyt. 2,5-dimethoxyphenyl, 3,5-dimethoxyphenyl, 3.4-dimethoxyphenyl or 4-aminophenyl; and Ar^ is 4- 
nitrophenyt, 4-trrfluoromethylphenyl, 4-chlorophenyl. 3,4-difiuorcphenyl. 2,3Klidilorophenyl, 3-methyl-4-nitrophenyl, 3- 
chloro-4-fluorophenyl or 3,4-dichlorophenyl; particularly wherein R"^ is 1-methylethyl; Ar is 4-methylphenyl; Ar^ is 3,4- 

40 dichlorophenyl; and Q is methylene; namely. N-{1-(S)-[4-(3,4-dichloroben2yl)plperazln-1-ylmethyl]-2-methylpropyl}-4- 
methylbenzamide dihydrochloride salt; or wherein R"^ is 1,1-dimethylethyl; Ar is 4-methylphenyl; Ar1 is 3,4-dichloroph- 
enyl; and Q is methylene; namely, N-{1-(S)-[4-(3,4-dichlorobenzyOpiperazin-1-ylmethyl]-2.2-dimethyl-propyl}-4-melhyl- 
benzamide dihydrochloride salt. 

[0065] Among those prefenred compounds of formula I in which n and m are 1 ; F is a bond; Q is an alkylene chain of 
45 between 1 to 6 carbon atoms inclusive: R. R\ R^ and R^ are hydrogen; E is -C(0)N(R^-; T and U are both nitrogen; 
R^ is alky! or heteroalkyi and R® is hydrogen, such are prefen'ed wherein Ar is an aryl ring; and Ar^ is a heteroaryl ring; 
particularly wherein R^ is 1 -methylethyl. 1 ,1 -dimethyl ethyl, 2-methylpropyl. 3-hydroxypropyl, 1 -hydroxyethyl or 2-hydrox- 
yethyl; particularly wherein Ar is a phenyl ring optionally substituted with one, two or three substituents selected from 
alkyl. h^eroalkyl, aikoxy. acyl, -SO2R (where R is alkyl. amino or mono or disubstituted amino), methylenedioxy, 
50 hydroxy, halo, amino, mono- or disubstituted amino, -CONR'R" (where R' and R" are hydrogen or alkyl) or -COOH; and 
Ar^ is 1-acetylindol-3-y1. 3-methylbenzothiophen-2-yl or 5-nitrothiophen-3-yl. 

[0066] Also preferred among those preferred compounds of formula I in which n and m are 1 ; F Is a bond; 0 is an 
alkylene chain of between 1 to 6 carbon atoms inclusive; R. R\ R^ and are hydrogen; and E is -C(0)N(R^-; T and 
U are both nitrogen; R^ is alkyl or heteroalkyi and R^ is hydrogen, are those wherein Ar is a heteroaryl ring; and Arl is 
55 an aryl ring; particularly wherein R^ is 1 -methylethyl. 1 ,1 -dimettiylethyl, 2-methylpropyl, 3-hydroxypropyl. 1 -hydroxyetiiyl 
or 2-hydroxyethyl; particularly wherein Ar is pyridin-2-yl. pyridin-3-yl, quinolin-3-yl or 5-methylthiophen-2-yl; and Ar^ is 
a phenyl ring optionally substituted with one, two or three substituent selected from alkyl. heteroalkyi, aikoxy, halo, trif- 
luoromethyl, nitro or mono- or disubstituted amino; particularly wherein Ar^ is 4-nitrophenyl, 4-trifluoromethylphenyl. 4- 
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chlorophenyl, 3,4-dffluorophenyl, 2.3-dichlorophenyl. 3-methyl-4-nitrophenyl, 3-chloro-4-fluoiophenyl or3,4-dichloroph- 
enyl. 

[0067] Among those preferred corrpounds of formula I, in which n and m are 1 ; F is a bond: Q is an alkytene chain of 
between 1 to 6 cartwn atoms Inclusive; R, R\ and R^ are hydrogen; and E is -C(0)N(R^-, such are preferred 
wherein T is nitrogen and U is cartx)n; particularly wherein R"* is alkyi or heteroalkyi and is hydrogen; particularly 
wherein Ar and Ar^ are aryl; particularly wherein R^ is 1-methylethyI. 1 ,1^imethylethyl, 2-methy1propyI. 3-hydraxypro- 
pyl. l-hydroxyethyl or 2-hydroxy6thyl; particularly wherein Ar is a phenyl ring optionally substituted with one. two or 
three substituents selected from alkyl. heteroalkyi. alkoxy. acyl. 'SO2R (where R is alkyl. amino or mono or disubstituted 
amino), methylenedioxy, hydroxy, halo, amino, mono- or disubstituted amino, -CONR'R" (where R' and R" are hydrogen 
or alkyl) or -COOH; and Ar^ is a phenyl ring optionally substituted with one. two or three substituent selected from alkyl, 
heteroalkyi. alkoxy, halo, trifluoromethyl. nitro or mono- or disubstituted amino: particularly wherein Ar is phenyl, 4-chlo- 
rophenyl. 3,4-difluorophenyl. 4-methylphenyl, 3-methQxyphenyl. 4-methoxyphenyl, 4-hydroxyphenyl, 3,4-methylenedi- 
oxyphenyl, 4-methylsuHbny1phenyl, 4-[(2-acetylamino)ethyl]phenyl, 4-{2-[(R)-amino-3-methylbutyryiamino]ethyl}phenyl. 
4-(2-amlno€thyi)pheny1, 4-(aminomethyl)-phenyl, 4-(hydrQxymethyl)phenyl, 3-aminocarbonylphenyl, 3-cart)oxyphenyl, 
2,5-dimethoxyphenyl, 3,5-dimethoxyphenyl, 3,4-dimethQxyphenyl or 4-aminophenyi; and Arl is 4-nitrophenyl, 4-trif luor- 
omethylphenyt, 4-chlorophenyl, 3.4-difluorophenyi, 2,3-dichlorophenyl, 3-methyl-4-nitrophenyl, 3-chloro-4-fluoro-phe- 
nyl or 3,4-dichlorophenyl: partk;ularly wherein R^ is 1-methylethyl; Ar is 4-m6thylphenyl: Ar^ is 3.4-dichlorophenyl; and 
Q is methylene: and is named as N-{1-(S)-[4-(3.4<lichlorobenzyl)piperidin-1-ylmethyO-2-methyl-propyl}-4-methyl^ 
mide dihydrochloride salt; or wherein R^ is 1-methylethyl; Ar is 4-(2-aminoethyl)phenyl; Ar"" is 3.4-dichlorophenyl; and 
Q is methylene; and is named as, N-{1-{R)-[4-(3,4-dichlorobenzyOpiperidin-1-ylmethyO-2-methyl-propyl}-4-(2-aminoe- 
thyl)benzamide dihydrochloride salt. 

[0068] Among those preferred compounds of formula I in which n and m are 1 ; F is a bond; Q is an alkylene chain of 
between 1 to 6 cart>on atoms inclusive: R, R\ R^ and R^ are hydrogen: and E is -C(0)N(R^-: T Is nitrogen and U Is 
cartx)n; R^ is alkyl or heteroalkyi and R^ is hydrogen, such are preferred wherein Ar is a heteroaryl ring; and Ar^ is an . 
aryl; particularly wherein R"* is 1-methylethyi, 1,1-dlmethylethyl, 2-methylpropyl, 3-hydroxypropyl, 1-hydroxyethyl or 2- 
hydroxyethyl; particularly wherein Ar is pyridin-2-yl, pyridin-3-yl, quinolin-3-yl or 5-methylthiophen-2-yl; and Ar"" is a phe- 
nyl ring optionally substituted with one. two or three substituent selected from alM. heteroalkyi. alkoxy. halo, trifluor- 
omethyl, nitro or mono- or disubstituted amino; particularly wherein Arl is 4-nitrophenyl. 4-trifluoromethylphenyl. 4- 
chlorophenyl, 3.4-difluorophenyl. 2.3-dichlorophenyl, 3-methyl-4-nitrophenyl, 3-chloro-4-fluoro-phenyl or 3,4-dichlo- 
rophenyl; particularly wherein R* is 1-methylelhyl; Ar Is 5-methytthiophen-2-yl; Ar1 is 3,4<lichiorophenyl: and Q is meth- 
ylene; and is named as, N-{1-(R)-[4-(3,4KlichlorobenzyQpipericfin-1-ylm6tiiyl]-2-methyt-propyl}-5-met 
carboxamide hydrochloride salt. 

[0069] Among those prefen-ed compounds of formula I. in which n and m are 1 ; F is a bond; Q is an alkylene chain of 
between 1 to 6 carbon atoms inclusive; R, R\ R^ and R^ are hydrogen; and E is -C(0)N(R^-, such are preferred 
wherein T is cartxxi and U Is nitrogen; particularly wherein R^ is alkyl or heteroalkyi; and R^ is hydrogen; particulariy 
wherein Ar is an aryl or heteroaryl ring; and Ar^ is an aryl ring; particularly wherein R^ is 1-methylethyl, 1,1-dimethyle- 
thyl, 2-methylpropyl, 3-hydroxypropyl, 1 -hydroxyethyl or 2-hydrQxyethyl; particularly wherein Ar is a pyridin-2-yl, pyridin- 

3- yl. quinolin-3yl or 5-methylthiophen-2-yl ring, or a phenyl ring optionally substituted with one. two or three substituents 
selected from alkyl. heteroalkyi. alkoxy, acyl. -SO^R (where R is alkyl. amino or mono or disubstituted amino), methyl* 
enedioxy, hydroxy, halo, amino, mono- or disubstituted amino. -CONR'R" (where R' and R" are hydrogen or alkyl) or - 
COOH; and Ar^ is a phenyl ring optionally substituted with one, two or three substituents selected from alkyl, heter- 
oalkyi. alkoxy. halo, trifluoromethyl, nitro or mono- or disubstituted amino. 

[0070] Anrx>ng those preferred compounds of formula 1 in which n and m are 1 ; F is a bond; Q is an alkylene chain off 
between 1 to 6 cartwn atoms inclusive; and E is -C(0)N(R^-. -S02N(R^-, -N{R6)C(0)N(R^- or N(R®)C(0)-. such are 
preferred wherein R, n\ R^ and R'' are hydrogen; and E is -N(R®)C(0)N(R^-: particularly wherein T and U are both 
nitrogen; particularly wherein R^ is alkyl or heteroalkyi; and R^ and R® are hydrogen; particularly wherein Ar and Ar^ 
are aryl; particularly wherein R^ is 1 -methylethyl, 1 , 1 -dimethytethyl, 2-methylpropyl. 3-hydrQxypropyl, 1 -hydroxyethyl or 
2-hydrQxyethy1, particularly wherein Ar is a phenyl ring optionally substituted with one, two or three substituents 
selected from alkyl. heteroalkyi. alkoxy, acyl, -SO^R (where R is alM. amino or mono or disubstituted amino), methyl- 
enedioxy, hydroxy, halo, amina mono- or disubstituted amino, -CONR'R" (where R' and R" are hydrogen or alkyl) or - 
COOH; and Ar^ is a phenyl ring optionally substituted with one, two or three sutjstituent selected from alkyl, heteroalkyi, 
alkoxy, halo, trifluoromethyl. nitro or mono- or disubstituted amino; particularly wherein Ar is phenyl, 4-chlorophenyl, 
3,4-difluorophenyl, 4-methylphenyl, 3-methoxyphenyl, 4-methoxyphenyl, 4-hydroxyphenyl, 3,4-methylenedioxyphenyl, 

4- methylsulfonylphenyl, 4-((2-acetyl-amino)ethyOphenyl, 4-{2-[(R)-amino-3-methylbutyrylamino]etiTyl}phenyl, 4-(2-ami- 
noethyl)phenyl, 4-(amlnomelhyl)-phenyl, 4-(hydrQxymethyl)phenyl, 3-aminocarbonylphenyl, 3-carboxyphenyl. 2.5- 
dimethoxyphenyl, 3,5-dimethoxyphenyl, 3,4-dimethoxyphenyl or 4-aminopheny1; and Ar^ is 4-nitrophenyl, 4-trifluor- 
omethylphenyl. 4-chlorophenyl. 3.4-difluorophenyl. 2,3-dichlorophenyl, 3-methyl-4-nitrophenyl, 3-chloro-4-fluoro-phe- 
nyl or 3.4<llchlorophenyl; particularly wherein R^ is 1 -methylethyl: Ar is 3-methQxyphenyl; Art is 3.4-dichlorophenyl; 
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and Q is methylene; namely. HHR)-t4-(3,4<Jichlorobenzyl)piperazin-1-ylmethyl]-2-methyl^^ 
nyl)urea. 

[0071 ] Among those prefen'ed compounds of formula I in which n and m are 1 : F is a tx)nd; Q is an alkylene chain of 
between 1 to 6 cartxxi atoms inclusive; R, R\ and are hydrogen; and E is -N(R^)C(0)N(R^% such are preferred 

5 wherein T is nitrogen and U is carbon; particularly wherein R"* is alkyi or heteroalkyi; and R^ and R® are hydrogen; par- 
ticularly wherein Ar and Ar** are aryl; particularly wherein R^ is 1-methylethyl, 1.1 -dimethyl ethyl. 2-methylpropyl. 3- 
hydroxypropyl, 1 -hydroxyethyl or 2-hydrQxyethyl; particularly wherein Ar is a phenyl ring optionally substituted with one, 
two or three substHuents selected from alkyl. heteroalkyi, alkoxy, acyl. -SO2R (where R is alkyI, amino or mono or dis- 
ubstituted amino), methyienedioxy, hydroxy, halo, amino, mono- or disubstituted amino. -CONR'R" (where R* and R*' are 

10 hydrogen or alkyl) or -COOH; and Ar'' is a phenyl ring optionally substituted with one, two or three substituent selected 
from alkyl, heteroalkyi, alkoxy, halo, trifluoromethyl, nitro or mono- or disubstituted amino; particularly wherein Ar is phe- 
nyl, 4-chlorophenyl, 3,4-difluorophenyl. 4-methylphenyl, 3-methoxyphenyl, 4-methoxyphenyt. 4-hydroxyphenyl, 3,4- 
methylenedioxyphenyl, 4-methylsulfbnylphenyt, 4-[(2-acetyl-amino)ethyl]phenyl. 4-{2-[(R)-amino-3-methylbutyr- 
ylamino]ethyl}phenyl, 4-(2-aminoethyl)phenyl, 4-(aminomethyl)-phenyl, 4-(hydroxymethyl)phenyl, 3-aminocarbonylphe- 

15 nyl, 3-car1x)xyphenyl, 2,5-dimelhoxyphenyl, 3,5-dimethoxyphenyl, 3,4-dimethoxyphenyl or 4-aminophenyl; and Ar^ is 4- 
nitrophenyl, 4-trifluoromethy1phenyl. 4-chlorophenyl. 3.4-difluorophenyl, 2,3<lichlorophenyl, 3-methyl-4-nitrophenyl. 3- 
chtoro-4-f tuoro-phenyl or 3,4-dichlorophenyl; particularly wherein R"^ is 1 -methylethyl; Ar is 3-methoxyphenyl; Ar** is 3,4- 
dichlorophenyl; and Q is methylene; namely, 1-{1-(R)-[4-(3.4-dichlorobenzyOpiperidln-1-ylmethyl]-2-methylpropyl}-3-(3- 
methoxyphenyl)urea. 

20 [0072] Among those prefenred compounds of formula I in which n and m are 1 ; F is a bond; Q is an alkylene chain of 
between 1 to 6 carton atoms inclusive; R, R^ R^ and R^ are hydrogen; and E is -N(R^)C(0)N(R^-, such are preferred 
wherein T is cartx)n and U is nitrogen; particularly wherein R"^ is alkyl or heteroalkyi; and R^ and R^ are hydrogen; par- 
ticularly wherein Ar and Ar^ are aryl; particularly wherein R^ is 1-methylethyl, 1,1-dimethylethyl, 2-methylpropyl, 3- 
hydroxypropyl. 1 -hydroxyethyl or 2-hydrQxyethyl; particularly wherein Ar is a phenyl ring optionally substituted with one, 

^ two or three substituents selected from alkyl, heteroalkyi, alkoxy, acyl, -SO2R (where R is alkyl, amino or mono or dis- 
ubstituted amino), methyienedioxy, hydroxy, halo, amino, mono- or disutsstituted amino, -CONR'R" (where R' and R" are 
hydrogen or alkyl) or -COOH; and Ar** is a phenyl ring optionally substituted with one. two or three substituent selected 
from alkyl, heteroalkyi, alkoxy, halo, trifluoromethyl, nitro or mono- or disubstituted amino. 

[0073] Finally, preferred compounds of formula are such wherein T is cartoon and U is nitrogen; n is 1 ; m is 0; F is a 
30 bond; Q is an alkylene chain; and E is -C(0)N(R^-, -S02N(R^-. -N(R^)C(0)N(R®)- or N{R^)C(0)-; particularly wherein 
R, R\ R^ and R^ are hydrogen; and E is -C(0)N(R^-; particularly wherein R"* is alkyl or heteroalkyi; and R^ is hydro- 
gen.; particularly wherein Ar is an aryl or heteroaryl ring; and Ar^ is an aryl ring; particularly wherein R^ is 1 -methylethyl, 
1 , 1 -dimethylethyl, 2-methylpropyl, 3-hydroxypropyl, 1 -hydroxyethyl or 2-hydroxyethyl ; particularly wherein Ar is pyridin- 
2-yl. pyridin-3-yl. quinolin-3yl or 5-methylthiophen-2-yl, or a phenyl ring optionally substituted with one, two or three sub- 
35 stituents selected from alkyl. heteroalkyi, alkoxy, acyl, -SO2R (where R is alkyl, amino or mono or disubstituted amino), 
methyienedioxy, hydroxy, halo, amino, mono- or disut)stituted amino, -CONR'R" (where R* and R" are hydrogen or alkyl) 
or -COOH; and Ar^ is a phenyl ring optionally substituted with one. two or three substituent selected from alkyl, heter- 
oalkyi, alkoxy, halo, trifluoromethyl, nitro or mono- or disubstituted amino. 

[0074] Also, among those preferred compounds of formula I in whkdi T is cartx)n and U is nitrogen; n is 1 ; m is 0; F 
40 is a bond; Q is an alkylene chain; and E is -C(0)N(R^-, -S02N(R^-. -N(R®)C(0)N(R^- or N(R^)C(0)-, such are pre- 
ferred wherein R, r\ R^ and R^ are hydrogen; and E is -(NR^)C(0)N(R^-; particularly wherein R^ is alkyl or heter- 
oalkyi; and R^ and R® are hydrogen; particularly wherein Ar is an aryl or heteroaryl ring; and Ar^ is an aryl ring; 
particularly wherein R"^ is 1 -methylethyl, 1 ,1 -dimethylethyl. 2-methylpropyl, 3-hydroxypropyl. 1 -hydroxyethyl or 2-hydrox- 
yethyl; particularly wherein Ar is pyridin-2-yl, pyridin-3-yl, quinolin-3yl or 5-methylthiophen-2-yl, or a phenyl ring option- 
45 ally substituted with one, two or tiiree substituents selected from alkyl, heteroalkyi. alkoxy, acyl. -SOgR (where R is alkyl, 
amino or mono or disubstituted amino), methyienedioxy, hydroxy, halo, amino, mono- or disubstituted amino, -CONR'R" 
(where R' and R" are hydrogen or alkyl) or -COOH; and Ar^ is a phenyl ring optionally substituted witii one, two or three 
sut)Stitu6nt selected from alkyl. heteroalkyi, alkoxy, halo, trifluorometiiyl, nitro or mono- or disubstituted amina 
[0075] Exemplary particularly prefen'ed compounds of tiie invention at present are: 

so 

N-{1-(S)-[4-(3,4-DichlorobenzyOpiperazin-1-ylmethyn-2-mettiylpropyl}-4-methylb€nzamidedihydrochlori^ S£ilt. 
N-{1-(S)-[4-(3,4-Dichlorobenzyl)piperazin-1-ylmethyl]-2,2-dimethylpropyl}-4-methylbenzamide dihydrochloride 
salt. 

1 -{1 -(f?)-[4-(3.4-Dichlorobenzyl)piperazin-1 -ylmettiyQ-2-methylpropyl}-3-(3-metiioxyphenyl)urea. 
55 NH[1 -(R^-[4-(3,4-DichlorobenzyQpiperazln-1 -ylmethyq-2-m6tti^propyl}^.4-methylenediaxybenzanriide. 

N-{1 -(S;-[4-(3,4-DichlorobenzyQpiperazin-1 -ylmethyQ-2,2-dimethylpror^-4-methylsulfbnyibenzamide dihydro- 
chloride salt. 

N-{1 -(S)-[4-(3,4-DichlorobenzyQpipeFazin-1 -ylmethyQ-2,2-dim6thylpropyl}-4-ac6tylbenzamide dihydrochlorkie salt 
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-(S;-[4-(3.4-DichlorobenryOpiperaztn-1 -ylmethyq-2,2<limethylproRyl}-4<limethylamir^ dihydro- 
chloride salt. 

N-{1 -(S)-[4-(3,4-Dichlorobenzyl)piperazin-1 -ylmethyO-2.2<limethylpropyI}-5-methylthiophene-2'<»rto dihy- 
drochloride salt. 

N-{1-(flS)-[4-(3.4-Dichlorobenzyl)piperazln-1-ylmethyn-2.2-dimethytpropyl}^ 
N-{1 -(RS)-[4-(3,4-Dichlorot)enzyl)piperazin-1 -ylmethyO-2.2<l^ 
N-{1 -(flS)-[4-(3.4-DichlorobenzyQpipera2in-1 -yimethyn 

N-{1 (-RS)-[3-Methyl-4-(3,4<iichlorobenzyOplperazin-1 -yImethyi]-2-me^ dihydrochlo- 
ride salt. 

N-{4-(fl)-[4-(3,4-Dichlorobenzyl)plperidin-1-ylmethyl]-2-metlTylpropyl}-1-^ dihy- 
drochloride salt. 

4<2-(2-(fl)-Amino-3-methylbutyrylamino)ethyl]-N^1-[4-{3,4<lichloroben^ 
pyl}benzamlde dihydrochloride salt. 

N-{4-(^-[4-(3.4-Dichlorobenzyl)piperidln-1 -ylmethyq-2,2<Jimethylpropyl}-1 -[4-(2-annnoethyQ]benzamM^ dihydro- 
chloride salt. 

N-{4-(fl)-[4-(3,4-Dlchlorobenzyl)piperidln-1 -ylmethyO-2,2<limethylpropyl}-1 -(4-amiriomethyl)b8r™ dihydro- 
chloride salt. 

1 -{1 -(RS)-[4-(3,4-Dichlorobenzyl)piperazln-1 -ylmethyq-2-methylpropyl}-3-(3-arTtinocarboriylpheriyl)urea. 
N-{4-(8)-[4-(3.4-Dichlorobenzyl)piperidin-1 -ylmethyq-2,2<iimethylpropyl}-1 <|uinoline-3-caitx>xamide hydrochlo- 
ride salt. 

1 -{1 -(S)-[4-(3,4-Dichlorobenzyl)piperidin-1 -ylmethyl]-2,2<limethylpropyl}-3-{3-cartxixyphenyl)urea. 

1 -{1 •(S)-[4-(3.4-Dichlorobenzyl)piperidln-1 -ylmethyl]-2,2-dimethylpropy)}-3-(3-aminocarbonylph6nyl)urea. 

1 -{1 -(S)-[4-(3,4-Dichlorobenzyl)plperidin-1 -ylmethyq-2-methylpropyl}-3-(3,5-dimethoxyphenyl)urea hydrochloride 

salt. 

1 -{1 -(RS)-[4-(3.4-Dichlorobenzyl)piperidin-1 -ylmethyl]-2-methylpropyl}-3-(3.4<limethoxyphenyl)urea. 

N-{1-(RS)-[4-(4-Chlorobenzyl)pipera2in-l-y1rnethyn-2-methylpropyl}-4-methyl-benza^ 

N-{1 -(RS>[4-(4-Nitrobenzyl)piperazin-1 -ylmethyl]-2-methytpropyl}-4-methyt-benzamide. 

N-{1 -(/?S)-[4-(3,4-Dif luorobenzyl)piperazln-1 -ylmethyl]-2-meth^propyl}-4-methylbenzamide. 

N-{1 -(/?S)-[4-(3.4-DichloroberizyOpiperazin-1 -ylmethyi]-2,2-dime1^^^ 

N-{1-(flS)-I4-{2,3-DiGhloroberizyOpiperazin-1-ylmethyn-2-methylpropyl}-4-rnethylben^ 

N-{1-(RS)-[4-{3-Methyl-4-nitrobenzyOpiperazin-1-ylmethyl]-2-methylpropyl}-4-meth^^ 

N-{1-(flS)-[4-(3-Chloro-4-fluaobenzyl)piperazin-1-ylme4hyl]-2-rnethylprcpyl}-4-mett^^ 

N-{1 -(/?)-[4-(3-Chloro-4-f luoroberizyOpiperazlivl -ylmethyQ-2.2<lime^ 

N-{1-(^-[4-(3-Methylbenzothiophen-2-ylmethyl)piperazin-1-ylnfiethyn-2.2-dlm 

N-{1 •(fl)-[4-(1 •AcetyIindol-3-ylmethyl)piperazin-1 -ylmethyl]-2»2-dimethylpropyl}-4-methylbenzamide. 

N-{1-(H)-[4-(5-Nitrothiophen-3-ylrnethyl)piperazin-1-ylrnethyQ-2,2<limethylpropy1}-4-rneth^ 

N-{1 -(fO-[4-(4-Nitroberuyl)piperazin-1 -ylmethyl]-2-methytpropyl}-4-methylbenzamide. 

N-{4-(/?}-[4-(4-Nitrobenzy{)piperidin-1'ylmethyl]-2,2-dimetfiylpropyl}-1 -pyridine-2-cart)oxamide hydrochloride salt. 

N-{4-(fO-[4-(4-Nitrobenzyl)prperidin-1-ylmethyQ-2,2<limethylpropyl}-1-pyridine-2K^ 

N-{4'(fO-[4-(3,4-Dich1orobenzyOpiperazin-1-ylmethyq-2,2Klfmethylpropy1}-1-quinoline-3-ra 

1 -{1 -{fl)-[4-(3.4-Dichlorobenzyl)piperidin-1 •ylmethyl]-2-methylprcpyl}-3-(3-methoxyphenyl)urea. 

N-{4-(/7)-[4-(3,4-Dichlorobenzyl)piperidin-1-ylmethyl]-2-methylpropyf}-1-p 

hydrochloride salt. 

N-{4-(/?)-[4-(3.4-Dichlorobenzyl)piperidin-1 -y1methyll-2-methylpropyl}-1 -(4-(2-aminoethyl)]benzamide dihydrochlo- 
ride salt. 

N-{4-(ffS)-[4-(3,4-Dlchlorobenzyl)piperidin-1-ylniethyn-2-methylpropyl}-1-(4-methyObenz 
N-{4-(/?)-[4-(3,4-Dichlorobenzyl)piperidin-1-y1rnethyq-2»2<ljmethyipropyl}-1*(4-meth^^ hydrochloride 
salt. 

N-{4-(/?)-[4-(3,4-Dichtorobeiuyl)piperidin-1-ylmethyQ2.2-dimethylpropyi}-1-(4-meth^^ 

N-{4-(fl)-[4-(3,4-DichtorobenzyOpiperidin-1-ylmethyi]-2,2<lirneft 

hydrochloride salt. 

N-{4-(/?)-[4-(3,4-DichIoroberizyl)piperidin-1-ylmethyO-2,2<limethylpropyl}-1-(4-hydroxym 

1 -{1 -(^-[4-(3,4-Dichlorobenzyl)piperidin-1 -]^m6th3^-2,2-dimethylpropyl}-3-(3-methQxypher^urea trifluoroacetate 

salt 

[0076] TTie compounds of the present invention can be prepared in a number of ways known to one skilled in the art. 

Preferred methods include, but are not limited to. the general synthetic procedures described below. 

[0077] The starting materials and reagents used in preparing these compounds are either available from commercial 
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suppliers such as AkJrich Chemical Co., (Milwaukee, Wisconsin, USA), Bachem (Torrance, California, USA). Emka- 
Chemie, or Sigma (St. Louis. Missouri, USA) or are prepared by methods known to those skilled in the art following pro- 
cedures set forth in references such as Fteser and Fieser's Reagents lor Organic Synthesis . Volumes 1-17 (John Wiley 
and Sons, 1991); Rodd's Chemistry of Cartx)n Compounds, Volumes 1-5 and Supplementals (Elsevier Science Pub- 
5 lishers, 1989), Organic Reactions, Volumes 1-40 (John Wiley and Sons, 1991). March's Advanced Organic Chemistry, 
(John Wiley and Sons, 1992), and i-arock's Comprehensive Organic Transformations (VCH Publishers Inc., 1989). 
These schemes are merely illustrative of some methocte by which the compounds of this invention can be synthesized, 
and various modifications to these schemes can be made and will be suggested to one skilled in the art having referred 
to this disclosure. 

10 [0078] The starting materials and the intermediates of the reaction may be isolated and purified if desired using con- 
ventional techniques, including but not limited to filtration, distillation, crystallization, chromatography, and the like. Such 
materials may be characterized using conventional means, including physical constants and spectral data. 
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Synthesis of Compounds of Formula (I) 

[0079] In general, compounds of Formula (I) where n, m, R, R\ R^. R^, r'*, rS, q and Ar"* are as defined atjove are 
prepared from aminoalkyi derivatives of Formulae ll(a-c) and carboxyalkyl derivatives of Formulae It(d-f) as shown in 
Rg. 1 below. 



R^ 

A 

HN(R*)CR3r^(CHR)^-T U-Q-Ar^ 
V4^n 



R' 

IIa(T&U = N) ^ A- 



5?'iI~J?'.V~S Ar-(F)-(E)-CR^R*-(CHR)„-T U-Q-Ar' 



nc(T = C;U = N) 



A 

H0^r3r'»(CHR)^-T U-Q-Ar' 



r^ X 

" ^ (I) 



nd(T & U = N) 

ne(T = N;U = C) ^ 
nf(T = C;U=N) 



45 [0060] Synthesis of compounds of Formulae ll(a-f) and their conversion to compounds of Formula (I) are described 
in detail in Schemes A-E and F-J, respectively. 

Synthesis of compounds of Formulae ll(a-f) 

so Preparation of Conrpounds of Fomuila lla 

[0081 ] A compound of Formula lla where n is 1 or 2, m is at least 1 and R, R\ R^, R^, R^ R^, Q and Ar"* are as defined 
above is prepared as shown in Scheme A below. 

55 
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Scheme A 



V-Q— N 





PG-N{R^CRV(CHR)m-N 




N— Q-Ar' 



PG-N(R^CR^R^(CHR)^- N 



Step 2 



deprotection 



HN(R^CRV(CHRU-N 




N— aAr' 



[0082] In general, compounds of Formula Ila are prepared in two steps by first converting a compound of formula 1 
or 2 to an N-protected aminoalkyi derivative of formula 3 via methods (a) or (b) respectively, followed by renfioval of the 
amino protecting group in 3. as desaibed in detail below. 

Preparation of compounds of formula 3 



[0083] In method (a), an N-protected aminoalkyi derivative of formula 3 where PG is an amino protecting group (e.g., 
fe/t-butoxycarbonyl (BOC), benzylaxycarbonyl (CBZ), benzyl, and the like) is prepared by reacting a compound of for- 
mula 1 with a compound of fomuila 4 



where X is an aldehyde (-CHO), ketone (-C(0)R where R Is alkyi), cart)oxy (-COOH) or a reactive cart30Ky derivative 
e.g., add halide. The reaction conditions enrployed depend on ttie nature of the X group, tf X is an aldehyde or a ketone 
group, the reaction is carried out under reductive amination reaction conditions i.e.. in the presence of a suitable reduc- 
ing agent (e.g., sodium cyanoborohydride, sodium triacetoxyborohydride, and ttie like) and an organic acid (e.g., glacial 
acetic add, trrf tuoroacetic acid, and the like) at ambient temperature to give i directiy Suitable solvents for the reaction 
are hatogenated hydrocart>ons (e.g., 1 .2-dichloroethane. chloroform, and the like). If X Is a cartx>xy group, the reaction 
is carried out in the presence of a suitable coupling agent (e.g.. N.N-dicydohexylcarbodiimide. V(3-dimethyiaminopro- 
pyl)-3-ethylcaibodiimide. and the like) in a suitable organic solvent (e.g., metiiylene chloride, tetrahydrofuran, and the 
like) to give an amide intermediate. Reduction of the amide intermediate with a suitable reducing agent (e.g., diborane, 
lithium aluminum hydride, and the like) in an ethereal organic solvent such as ettier or tetrahydrofuran then provides a 
compound of formula 3. If X is an add derivative such as an acid chloride, the reaction is carried out In the presence of 
a suitable base such as ti'iethytamine. pyridine in an organic solvent (e.g.. methylene chloride, dichloroethane. N.N- 
dimethylformamide, and ttie like) to give an amide intennediate which is reduced to ttie corresponding compound of for- 
mula 3 as described at>ove. 

[0084] In general, compounds of fbrnrula 4 are eittier commerdally available or ttiey can be prepared by methods well 
known In ttie field of organic chenfiistry. Some examples of such procedures are illustrated and desaibed in detail 



Method (a) 



PG-N{R^)CR^R^CHR)^.iX 
4 
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(iv), 

pg-n(r^crVcoci 

4 

(m-l= 0) 



.(iii) 
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PG-N(R^CrVC02H 
4 

(m-l=0) 
alpha-amino acids 

I PG-N(R^CR^R'*COR 

PG-N(R^CR^R*CHO (™-l= 0) 

4 

(in.l=0) (i). 



(i) 



PG-N(R^CR^R*(CHR)m.iCHO 
4 

(m-l=lor2) (iii) . , . 

PG-N(R^CR^R*(CHR)„,.iCOR 

(ii) 4 

V (iHy^ (m-l=lor2) 

PG-N(R^GR^R*(GHR)„.iC02H 
4 

(m-l=lor2) 



(Iv) 



PG-N(R^CR^R*(CHR)„.iCOCl 
4 

(m.l=l or2) 
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(i) An aldehyde of 4 p( is a -CHO) where m-1 = 0 is conveniently prepared from the corresponding natural or unnat- 
ural a-amino acid of formula 1 where m-1 = 0 and X is a carboxy group by reduction of the cartxwy groip to an 
aldehyde group with a suitable reducing agent such as DIBAL-H®. An aldehyde of formula 4 where m-1 > 1 or 2 
can be prepared, if desired, from an aldehyde or ketone (X = -COR where R is alkyO of formula 4 where m-1 = 0 
under Wittig reaction conditkins. For example, an aldehyde 4 where m-1 = 1 and R is hydrogen or alkyi is prepared 
by condensing the corresponding aldehyde or ketone of formula 4 where m-1 = 0 with a Wittig reagent derived from 
chloromethyl methyl ether, followed by acidic hydrolysis of the resulting enol ether intermediate. An aldehyde ± 
where m-1s 2 and R are hydrogen or alkyI can be prepared by condensbig the con-esponding aldehyde or ketone 
i where m-1 o o with a Wittig reagent derived from bromoacetate or 2-bromopropionate respectively, fblkwed by 
sequential reduction of the double bond and the ester group in the resulting a,p-unsaturated ester intermediate. 
The double bond is reduced under hydrogenation reaction conditions and the ester group is reduced to the alde- 
hyde group with reducing agent such as DIBAL-H®. The ketone of formula 4 where m-1 = 0 can be prepared from 
the a-amino acids of formula 1 l>y converting the o-amino adds 1 to a Weinreb amide, fblkwed by treatment with 
an organometallic reagent such as a Grignaid reagent or an organoTithium reagent of formula RMgBr or RLi (where 
R is an alkyI grotjp) respectively 

Generally, both natural and unnatural amino acids are commercially available from vendors such as AMrich 
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and Bachem. Examples of unnatural amino acids include, homoserine, homocysteine, N-a-methylarginine, norleu- 
clne. N-methylisoleuclne, phenylglycine. hydroxyproline. pyroglutamine, ornithine. 2-aminolsobutyric add, 2-aml- 
nobutyric add, p-cydohexylalanine, 3-(1-naphihyl)alanine. 3-(2-naphthyl)alanlne, dtaiiline, pipeoolinic add. 
piperazic acid, 4-chlorophenytalanine, 4-fluorophenylalanine and sarcosine. Synthesis of a-amino acids 4 where 
5 and together form a morphoiino ring and thiomorpholino ring and R^ is hydrogen is described in Kbgami. Y. 

Okawa, K., BulL Chem. Soc. Jpn., 60. 2963, (1987). 

(ii) Compounds of formula 4 where X is a cartxMy group and m-1 >0 can be prepared from the corresponding alde- 
hydes of formula 4 p( is -CHO), prepared as described in (i) above, by oxidation of the aldehyde group with a suit- 
able oxidizing agent (e.g.. potassium permanganate and the like). Alternatively, they can be prepared from the a,p- 

w unsaturated esters formed in the Wittig reaction, see (i) above, by reduction of the double bond followed by the 
hydrolysis of the ester group by methods well known in the art. 

(iii) Conpounds of formula 4 where X is -C(0)R (where R is alkyi) and m-1 = 0 J or 2 can be prepared by alkylating 
the corresponding aldehyde of formula 4 (X Is -CHO) with a Grignard reagent followed by Qxidation of the resulting 
alcohol with a suitable oxidizing agent such as pyridinium dichromate and the like. Alternatively, they can be pre- 

15 pared from the corresponding acid of formula 4 as described in (i) above. 

(Iv) Compounds of formula 4 where X is an acid derivative e.g., an add chloride, can be prepared from the con^e- 
sponding ackis of formula 4 (X is -COOH), prepared as described in (iii) above, by chlorinating the carboxy group 
with a suitable chlorinating agent (e.g., oxalyi chlonde, thionyl chlorcle and the like) in a suitable organk; solvent 
such as methylene chlorkJe and the like. 

20 

[0085] Alternatively, a compound of formula 3 can be prepared directly by reacting a compound of formula 1 with an 
alkylating agent of formula 5 

PG-N(R*)CR®R^(CHR)mY 

25 

5 

where Y is a leaving group under alkylating conditions such as halo (e.g., chloro, bromo or iodo) or sulfonyloxy group 
30 (e.g., methylsulfonyloxy or 4-methylphenylsulfonyloxy or trifluoromethylsulfonyloxy). The reaction is carried out in the 
presence of a base such as sodium cartx)nate. sodium hydride, triethylamine and the like. Suitable solvents are aprotic 
organic solvents such as tetrahydrofuran, N.N-dimethylformamkle, and the like. 

[0086] In general, compounds of formula 5 where Y is a halo or a sulfonyloxy group can be prepared from compounds 
of formula 4 by redudng the aldehyde, ketone or caitx)xy group to an alcohol, followed by treatment with a suitable hal- 
35 ogenating agent (e.g.. thionyl chloride, thionyl bromide. cartx)n tetrabromkie in the presence of triphenylphosphine, and 
the like) or sulfonylating agent (e.g., methylsulfbnyl chloride, para-toluenesulfonyl chloride and triflic anhydride) respec- 
tively. Suitable akiehyde, ketone or cartx>xy reducing agents indude lithium aluminum hydrkHe, borane and the like. 
[0087] In some instances, a compound of Formula lla can be prepared by reacting a compound of formula 1 with a 
conjugated nitro-oleffin under Michael addition reaction conditions, followed by reduction of the nitro group under stand- 
ee ard hydrogenation reaction condittons. Conjugated nitro-olefins are commercially available or can be prepared by 
known literature procedures e.g., see Corey, E.J. etal.. J. Am. Chem. Soc. 100(19), 8294-5, (1978). A detailed descrip- 
tion of the synthesis of an N-alkylaminopiperazine of Formula lla by this method is given in Example 2. 

Method (b) 

45 

[0088] In method (b), an N-protected aminoalkyl derivative of formula i Is prepared by reacting a compound of fbmruila 
Z with a compound of formula g 



6 

(where J is an X or Y group as defined above) utilizing the reaction conditions described in method (a) above. Method 
55 (b) is particularly suitable for preparing compounds of Formula lla where Q contains an amido or a carbonyl groups 
[0089] In general, compounds of formula 6 are commercially available or can be prepared by methods well known in 
the art. For example, aralkyl halides and aralkyi acids such as benzyl bromide, 3,4-dichlorobenzyl bromkie, phenylace- 
tic adds and 2-phenylpropionic ackte are commerdally available. Others can be prepared from suitable starting mate- 
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rials such as phenylacetic acid, phenylpropanol, 2-pyridineethanol. nicotinic add etc., by following procedures 
desaibed for the synthesis of compounds of formula 4 and S in method (a) above. Compounds of formula g where Q is 
an alkylene chain interrupted by an amido group and J Is a halo or sufonyloxy group can be prepared by Ibllowing the 
procedures described in U.S. Pat. No. 4,880.808. 

5 

Conversion of compounds of formula 3 to compounds of Fonnula Ha 

[0090] In Step 2. the N-protected aminoalkyi derivatives 2, formed in Step 1 via method (a) or (b), are converted to a 
compound of Formula Ma by removal of the amino protecting group. The conditions utilized depend on tiie nature of tiie 

10 protecting group. For example, if the protecting group is the terf-butoxycartx)nyl group it is removed under acidic hydrol- 
ysis reaction condition whereas if it is the benzyl group it is removed under catalytic hydrogenation reaction conditions. 
[0091 ] A compound of Formula lla where is other than hydrogen can be prepared, if desired, by alkylating the cor- 
responding compound of Fornfiuta lla where R^ is hydrogen with an alkylating agent R^ where Y is a leaving group 
under alkylating conditions, utilizing the reaction conditions described in method (a) of Scheme A. 

IS [0092] Compounds of formula 1 and 2 are prepared as shown below by reacting a piperazine or homopiperazine of 
formula 7 witii a compound of formula & or 4 or § respectively, followed by tiie removal of the amino protecting group, 
utilizing tiie reaction conditions described in method (a) above. 



20 



25 



30 




35 [0093] Piperazines and homopiperazines of formula Z such as piperazine, 2 or 3-methylpiperazines. homopiperazine 
are commercially available. Piperazines 7 can also be prepared by following the procedures described in the European 
Pat. Pub. No. 0.068.544 and U.S. Pat. No. 3,267,104. Detailed descriptions of tiie synthesis of a compound of formula 
1 where n = 1 by this method is given in Examples 1 . 5 and 7. 

40 Preparation of Compounds of Formula lib 

[0094] A compound of Formula lib where m is at least 1 and n. R. R\ P?. R^. R^, R^. Q and Ar^ are as defined in tiie 
Summary of the invention can be prepared from a compound of formula where n is 0. 1 or 2 respectively, as illustrated 
in Scheme B below. 
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Scheme B 
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[0095] In general, an aminoalkyi derivative of Formula lib is prepared by reacting a compound of famula 8 with a com- 
25 pound of formula 4 or 5 (see Scheme A) to give an N-protected aminoalkyi derivative of fbnnula 9. followed by removal 
of the amino protecting group. The conversion of a compound of formula 8 to a compound of l=6rmula lib is carried out 
under the reaction conditions desaibed in method (a) of Scheme A above. 

[0096] Compounds of formula 8 where n is 0, 1 or 2 can be prepared from suitably N-protected pyrrolidinones, pipe- 
ridlnones or 4-keto-octahydroazepines respectively, by known procedures. Some examples of such procedures are 
30 described below: 

(i) Compounds of formula 8 where n is 0 or 1 and Q is an atkylene chain are prepared by reacting a suitably N-pro- 
tected-3-pyrrolidinone or N-protected-4-piperidinone respectively, with a Wittig reagent Br(Ph)3P'^-alkylene-Ar'* to 
give an alkene intermediate. Reduction of the olef inic bond, followed by removal of the N-protecting group then pro- 
ds vides compounds of formula g. 

[0097] 4-Hydroxypiperidines. 3-pyrrolidinols. 3-pyrrolidinones and 4-piperidinones are commercially available. 4-keto- 
octahydroazepine can be prepared from 2.4-diketo-N-benzylhexahydroazepine {{see Hong Hu G. and Erik Jagdmann 
Jr.. Tet Lett., 36(21). 3659-62 (1995)) by known procedures. 
40 [0098] Detailed desaiptions of the synthesis of compounds of Formula lib by this method are given in Examples 3 
and 4. 

Preparation of Compounds of Fomiula Ik; 

45 [0099] A compound of Fomiula lie where m is 0 or 1, is hydrogen and n. R, R\ R^. R^. R^, Q and Ar^ are as 
defined in the Summary of the invention can be prepared from a compound of formula H or respectively, as illus- 
trated in Scheme C below. 
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Scheme C 
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[0100] A compound of Formula tic where m is 1 can be prepared, as shown In method (a), by reacting a compound 
of formula lH with a phosphonate ylide of formula U under Wittig reaction conditions, i.e., In ttie presence of a strong 

40 non-nudeophllic base (e.g., sodium hydride, sodium amide, and the like) and in a suitable aprotic organic solvent (e.g., 
tetrahydrofuran and the like) to give an a,p-unsaturated ester of formula 12. The a,p-unsaturated ester 12 is converted 
to the corresponding alcohol derivative 13a (m = 1) by first converting 12 to an aldehyde, followed by treatment with an 
organometallic reagent such as a Grignard reagent or an organolithlum reagent of formula R^MgBr or R^U, respec- 
tively. The double bond is reduced under hydrogenation reaction conditions and the ester group is reduced to ttie alde- 

45 hyde group witti a suitable reducing agent such as DIBAL-H®. The alcohol 13a is tiien converted to a compound of 
Formula lie by oxidation of the alcohol group to the ketone group, followed by treatment with an amine of formula 
NH(R^ under reductive amination reaction conditions. The oxidation reaction is carried in with a suitable oxidizing rea- 
gents such as pyrKlinium dichromate in an aprotic solvent such as dimetiiylfbrmamkie and the like. 
[0101] A compound of Formula lie where m is 0 can be prepared, as shown in metiiod (b) from a compound of fbmiula 

so 14^ by converting 14 to the corresponding alcohol derivative 1^ (m » 0) by reduction of tiie ester group to the akiehyde 
followed by treatment with a suitable organometallic reagent. Compound 13b is then converted to a compound of lie 
where m is 0 by carrying out tiie oxidation and reductive amination steps, utilizing the reaction conditions described 
above. Compounds of Formula lie where m is 0 can also be prepared by the procedures described in PCT application 
Publication No. WO 92/12128. 

55 [01 02] Conpounds of fomiula Ifi where n is 0. 1 or 2 are be prepared by N-alkylating a 3-pyrrolkJone. a 4-piperidone 
or a 4-keto-octahydroazepine respectively, with a compound of formula Ar^-Q-Y where Y is a leaving group under 
alkylating conditions as described in metiiod (a) (2) of Scheme A. 

[0103] Compounds of formula 14 (n = 1) are prepared by N-alkylating an ethyl isonipecotate with a compound of fbr- 
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mula Ar^O-Y where Y is a leaving group under alkylating conditions as described in method (a) of Scheme A. 
[0104] Detailed descriptions of the synthesis of a compound of Formula lie where m is 0 or 1 is given In Examples 9 
and 10 respectively. 

5 Preparation of Compounds of Formula lid and lie 

[0105] A cart)oxyalkyl derivative of Formula lid (U = N) and lie (U = C) where m, n, R\ R^. R^. R^ Q and Ar"* are as 
defined in the Summary of the invention can be prepared from a compound of formula 1 or g respectively, as illustrated 
in Scheme D below. 
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Scheme D 
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as [0106] A carboxy derivative of Formula lid or lie is prepared, as shown above, by reacting a compound of formula 1 
or 8 with an alkylating agent of formula 15 where Y is halo or sulfbnyloxy group, followed by hydrolysis of the ester 
group. The alkylation reaction is carried under the reaction conditions described previously ((see scheme A method 
(a)) . The hydrolysis of the ester group is carried out in the presence of an aqueous base (e.g. , sodium hydroxide, lithium 
hydroxide, and tiie like) in an alcoholic organic solvent such as methanol, ethanol, and the Ilka The reaction proceeds 

40 either at ambient temperature or upon heating. Alternatively, a carboxyethyl derivative of f=brmula lid or lie where R^ is 
hydrogen is prepared by reacting a compound of formula 1 or 8 with an a,p -unsaturated ester of formula 16 under 
Michael addition reaction conditions i.e.. in the presence of a suitable base such as methoxide and in a protic organic 
solvent (e.g., metiiand, ethanol and the like) to give a 3-propionate derivative of formula 17a or 17b. respectively 
Hydrolysis of tiie ester group in IZa or 122 then provides the corresponding caitoxyethyl derivative of Formula lid or 

45 He respectively, where ^ is hydrogen. 

[0107] Compounds of formula 1 or g are prepared as described previously in Schemes A and B respectively. Com- 
pounds of formula 1£ and 1£ are either commercially available or can be prepared by methods known in the art. For 
example, halo adds and a.p-unsaturated ester such as methyl 2-bromo-2-methylpropionate. methyl 2-bromopropion- 
ate, mettiyl 3-bromo-2-mettiylpropionate, metiiyl a-bromophenytacetate, methyl methacrylate are commercially availa- 

50 Ue. A detailed desalption of the synthesis of a carboxyethylpiperazine of Formula I M by this method is given in 
Example 6. 

Preparation of Compounds of Fommjla I If 

55 [01 08] A carboxyalkyl derivative of Formula llf where n, m, R^ , R^, r3, R*. Q and Ar*" are as defined in the Summary 
of tiie Invention can be prepared from a conpound of formula 17 or 18 respectively, as illustrated in Scheme E below. 
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[0109] A cari3Qxyalkyl derivative of Formula I If can be prepared by reacting a conrtpound of formula 10 or 18 with a 
Wittig reagent of formula Br-(Ph3P)(CHR)mCR^R^C02Et, followed by reduction of the double bond and hydrolysis of the 
ester group to the add in the resulting unsaturated ester 19 . as described previously. Alternatively, compounds of For- 
mula llf can be prepared from IS (where R is hydrogen or alkyi) by following the reaction procedures described for the 
35 synthesis of compound 4 where X is caitxxxy In Scheme A, method (a). 

[01 1 0] Compounds of formula 18 can be prepared from compounds of formula 14 by methods well known in the art. 
[Oil 1] Compounds of Formula ll(d-f) are used for the synthesis of compound of Formula (I) where E is an inverse 
amide i.e., ■N(R«)CO-. 

40 Synthesis of Compounds of Formula (I) from Compounds of Formulae ll(a-f) 

[0112] Compounds of Formula (I) are prepared from compounds of Formulae ll(a-f) as desaibed in Schemes F - J 
below. 

[Oil 3] Compounds of Formula (I) where E is -C(0)N(R^- are prepared as described in Scheme F below: 



45 
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[0114] A compound of Formula (I) where E Is an amide group can be prepared, either: 
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(i) by reacting a compound of Formula ll(a-c) with an acylating reagent Ar-F-C(0)U where L is a leaving group 
under acylating conditions, such as a halo (particularly CI or Br) or imidazolide. Suitable solvents for the reaction 
include aprotic polar solvents (e.g., dichloromethane, THF. dioxane and the like). When an acyl hallde is used as 
the acylating agent the reaction is carried out In the presence of a non-nudeophilic organic base (e.g., triethylamine 
or pyridine, preferably pyridine); or 

(iQ by heating a compound of Formula II (a-c) with an acid anhydride. Suitable solvents for the reaction are tetrahy- 
drofuran, dioxane and the like. Detailed descriptions of the conversion of a compound of Formula lla and lib to com- 
pounds of Formula (I) where n is 1 and E is -C(0)NH- is given in Examples 1 . 3. 4. 5 and 10. 

[0115] Compounds of Formula (I) where E is -N(R^)C(0)N(R^- or •N(R^)C(S)N(R^- are prepared as described in 
Scheme G below: 



(i) n(a-c) + 



1. CDin-CDI 

2. NH(R^)-(F)-Ar 



Scheme G 



(ii) n(a-c) 



(iii) II(a-c) + 



Ar-F 
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N(K?)(!L 



Ar-F-N=C=X" 



Ar-(F)-N(R®)C(X")N(R^-CR3R*.(CHR)„-T ^U— Q-Ar' 

(D ^"^r2 
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[01 16] A compound of Formula (I) where E is a urea/lhiourea group can be prepared, either: 

(i) by reacting a compound of f=brmula ll(a-c) with an activating agent such as carbonyl diimidazole/ thiocart)onyl 
diimidazole, followed by nudeophilic displacement of the imidazole group with a primary or secondary amine. The 
reaction occurs at ambient temperature. Suitable solvents include polar organic solvents (e.g., tetrahydrofuran. 
dioxane and the like); 

(iO by reacting a compound of Formula II (a-c) with a carbamoyi/thiocartsamoyi hallde. The reaction is earned out in 
the presence of a non-nucleophilic organic base. Suitable solvents for the reaction are dichloromethane, 1 ,2-dichlo- 
roethane, tetrahydrofuran or pyridine; or 

(iii) by reacting a compound of formula II (a-c) with an isocyanate/isothiocyanate In an aprotic organic solvent (e.g., 
benzene, tetrahydrofuran, dimethylfbnmamtde and the like). 

[01 1 7] Detailed descriptions of the conversion of a compound of Formula lla to a conpound of Formula (I) where n Is 
1 and E is -NHC(0)NH- or -N(R®)C(S)N(R^- Is given in Examples 2 and 8. A detailed description of the conversion of 
a compound of Formula lie where m is 0 to a compound of Formula (I) where E is -NHC(0)NH- is given in Example 9. 
[01 1 8] Compounds of Formula (I) where E Is -S02N(R^- are prepared as described in Scheme H below: 

Scheme H 



^^^^■^^ Ar-FSC^L ^ Ar-(F)-S02N(R®)-CR3R*-(CHR)„,-T ^U— Q-Ar^ 



a) 



[01 1 9] A compound of Formula (I) where E is a sulfbnamldo group can be prepared by reacting a oonpound of For- 
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mula ll(a-c) with a suffonyl halide. utilizing the reaction conditions described in method (i) of Scheme F. Sutfonyl halides 
are commercially available or may be prepared by methods such as those described in (1) Langer. R. R; Can. J Chem, 
61. 1583-1592. (1983); (2) Aveta. R.; et a!.; Gazetta Chimica ttaliana, 116, 649-652. (1986); (3) King. J. F. and Hill- 
house. J. H.; Can. J. Chem,\ 54. 498. (1976); and (4) Szymonifka. M. J. and Heck, J. V; Tel Lett,; 30, 2869-2872, 
(1989). 

[0120] A detailed description of the conversion of a compound of Formula ila to a compound of Formula (I) where n 
is 1 and E is -N(R^)S02- is given in Example 7. 

[0121 ] Compounds of Formula (I) where E is -N(R^S02N(R^- are prepared as described in Scheme t below: 



Scheme I 



n(jw:) + Ar-F-N(R^)S02L ^ Ar-(F).N(R^S02N(R«H3R'n*-(CHR)„-T ^U— Q-Ar^ 

(I) ^"^JJ^R^ 



2D [0122] A compound of Fornrtula (I) where E is a sulfamide group can be prepared by reacting a compound of Formula 
II (a-c) with a sutfamoyi halide, utilizing the reaction conditions described in method (i) of Scheme E. SulfamoyI halides 
are commercially available or may be prepared by methods such as those described in Graf, R; German Patent, 
931225 (1952) and Catt. J.D. and Matter. W.U;«/ Org. Chem., 39, 566-568. (1974). 
[0123] Compounds of Formula (I) where E is -N(R^)C(0)- are prepared as described In Scheme J below: 

25 

Scheme J 

/ — X 

^ n(d-0 + Ar-F-NH(R^) Ar-(F)-N(R'')C(0)-CR'R''-(CHR)„-T ^U— Q-Ar' 



a) 
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[0124] A compound of Formula (I) where E is an inverse amide can be prepared by reacting a compound of Formula 
ll(d-f) with an amine in the presence of a suitable coupling agent (e.g.. N.N-dlcyclohexylcartxxiiimide, 1-(3-dimethylami- 
nopropyi)-3-6thylcarbodiimide. and the like) in a suitable organic solvent such as methylene chloride, tetrahydrofuran, 
40 dimethylfbrmamlde and the like. A detailed description of a conrpound of Formula lid to a compound of Formula 1 where 

n is 1 and E Is -NHC(O)- is given in Exanrple 6. 

[0125] The compounds of the invention are GGR-3 receptor antagonists and Inhibit eosinophil reauitment by GCR-3 
chemokines such as RANTES, eotaxin, MCP-2, MGP-3 and MCP'4. Compounds of this invention and compositions 
containing them are useful in the treatment of eosiniphil*induced diseases such as inflammatory or allergic diseases 

45 and including respiratory allergic diseases such as asthma, allergic rhinitis, hypersensitivity lung diseases, hypersensi- 
tivity pneumonitis, eosinophilic pneumonias (e.g., chronic eosinophilic pneumonia); inflammatory bowel diseases (e.g., 
Crohn's disease and ulcerative colitis); and psoriasis and inflammatory dermatoses such as dermatitis and eczema. 
[0126] The CCR-3 antagonistic activity of the compounds of this invention was measured by in vitro assays such as 
ligand binding and chemotaxis assays as described in more detail in Examples 15, 16 and 17. In vivo activity was 

so assayed in the Ovalbumin induced Asthma in Balb^c Mice Model as described in more detail in Example 18. 

[0127] In general, the compounds of this invention will be administered in a therapeutically effective amount by any 
of the accepted modes of administration for agents that serve similar utilities. The actual amount of the compound of 
this invention, i.e., tiie active ingredient, will depend upon numerous factors such as the severity of the disease to be 
treated, the age and relative health of the subject, the potency of the compound used, the route and form of adminis- 

55- tration. and other factors. 

[0128] Therapeutically effective aniounts of confounds of Formula (I) may range from approximately 0.05-20 mg per 
kilogram body weight of the recipient per day; preferably about 0.1-10 mg/Kg/day. Thus, for administi'ation to a 70 kg 
person, tiie dosage range would most preferably be about 7 mg to 0.7 g per day. 
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[0129] In general, compounds of this invention will be administered as pharmaceutical compositions by any one of 
the following routes: oral, inhalation (e.g., Intranasal or oral Inhalation) or parenteral (e.g.. intramuscular, intravenous or 
subcutaneous) administration. A pretended manner of administration is oral using a convenient daily dosage regimen 
which can be adjusted according to the degree of affliction. Compositions can take the form of tablets, pills, capsules. 
5 semisolids, powders, sustained release formulations, solutions, suspensions, elixirs, or any other appropriate composi* 
tions. Another prefen-ed manner for administering compounds of this invention is inhalation. This is an effective means 
for delivering a therapeutic agent directly to the respiratory tract for the treatment of diseases such as asthma and other 
similar or related respiratory tract disorders (see U. S. Patent 5,607,915). 

[0130] The choice of formulation depends on various factors such as the mode of drug administration and the bioa- 

10 vailability of the drug substance. For delivery via inhalation the compound can be formulated as liquid solutions or sus- 
pensions, aerosol propellants or dry powder and loaded into a suitable dispenser for administration. There are three 
types of pharmaceutical inhalation devices- nebulizer inhalers, metered-dose inhalers (MDI) and dry powder inhalers 
(DPI). Nebulizer devices produce a stream of high velocity air that causes the therapeutic agents (which has been for- 
mulated in a liquid form) to spray as a mist which is carried into the patient's respiratory tract. MDI's typically have the 

15 formulation packaged with a compressed gas. Upon actuation, the device discharges a measured amount of therapeu- 
tic agent by compressed gas, thus affording a reliable method of administering a set amount of agent. DPI's administer 
therapeutic agents in the form of a free flowing powder that can be dispersed in the patient's inspiratory air-stream dur- 
ing breathing by the device. In order to achieve a free flowing powder, the therapeutic agent is formulated with an exdp- 
ient, such as lactose. A measured amount of the therapeutic is stored in a capsule form and is dispensed to the patient 

20 with each actuation. Recently, pharmaceutical formulations have been developed especially for drugs that show poor 
bioavailat)ility based upon the principle that bioavailability can be increased by increasing the surface area i.e., decreas- 
ing particle size. For example, U.S. Pat. No. 4,107,288 describes a pharmaceutical formulation having particles in the 
size range from 10 to 1.000 nm in which the active material is supported on a crosslinked matrix of macromdecules. 
U.S. Pat. No. 5,145,684 describes the production of a pharnfiaceutical formulation in which the drug substance is pul- 

25 verized to nanopartcles (average particle size of 400 nm) in the presence of a surface modifier and then dispersed in 
a liquid medium to give a pharmaceutical formulation that exhibits remarkably high bioavailability. 
[0131] The compositions are comprised of in general, a compound of Formula (1) in combination with at least one 
pharmaceuticaliy acceptable excipient. Acceptable excipients are non-toxic, aid administration, and do not adversely 
affect the therapeutic benefit of the conrpound of Formula (I). Such excipient may be any solid, liquid, semi-solid or, in 

30 the case of an aerosol composition, gaseous excipient that is generally available to one of skill in the art . 

[0132] Solid pharmaceutical excipients include starch, cellulose, talc, glucose, lactose, sucrose, gelatin, malt, rice, 
flour, chalk, silica gel, magnesium stearate. sodium stearate, glycerol monostearate. sodium chloride, dried skim milk 
and the like. Uquid and semisolid excipients may be selected from glycerol, propylene glycol, water, ethanol and various 
oils, including those of petroleum, animal, vegetable or synthetic origin. e.g., peanut oil, soybean oil, mineral oil, sesame 

35 oil. etc. Preferred liquid can'iers. particularly for injectable solutions, include water, saline, aqueous dextrose, and gly- 
cols. 

[0133] Compressed gases may be used to disperse a compound of this invention in aerosol form. Inert gases suitat)le 
for this purpose are nitrogen, carbon dioxide, etc. 

[0134] Other suitable pharmaceutical excipients and their formulations are described in Remington's Pharmaceutical 

40 Sciences, edited by E. W. Martin (Mack Publishing Company, 18th ed.. 1990). 

[01 35] The level of the compound in a formulation can vary within the full range employed by those skilled in the art. 
Typically, the formulation will contain, on a weight percent (wt%) basis, from about 0.01-99.99 wt% of a compound of 
Formula (I) based on the total formulation, with the balance being one or more suitable pharmaceutical excipients. Pref- 
erably, the compound is present at a level of about 1 -80 wt%. Representative pharmaceutical formulations containing a 

45 compound of Formula (I) are desaibed in Example 14. 
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Exaroies 

Synthetic Examples 
5 Example 1 

Synthesis of N-{1 (S)-[4-(3,4-Dichlorobenzyl)piperazrn-1 -ylmethyl]-2-methytpropyl}-4-methy!benzamide dihydrochloride 
salt 

10 [0136] 
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[0137] 3,4-Dichlorobenzyf bromide (35.20 g, 150 mmoQ was added to a solution of N-(terf-butQxycart)onyl]piperazine 
(24.84 g, 130 mmol) and triethylamine (20.91 ml, 150 mmol) In chloroform (100 ml) over 30 min. After 1h, the reaction 
30 mixture was diluted with ethyl acetate and the product was precipitated out as the hydrochloride salt t)y adding 1 N aque- 
ous hydrogen chloride solution. The solid product was filtered, washed with water and then resuspended in ethyl ace- 
tate. Two equivalents of 1 N aqueous sodium hydroxide solution was added and the free amine was extracted into ethyl 
acetate. The organic layer was separated, dried over magnesium suHate* filtered and concentrated to provide 1'-(te/t- 
butQxycarbonyt)-4-(3,4-dichlorot3enzyl)piperazine (45 g). 

35 

Step2 

[0138] Trifluoroacetic add (75 ml, 974 mmol) was added to a solution 1-(/e/t-butoxycartx>nyl)-4-(3,4-dichloroben- 
zyl)piperazine (45 g, 130 mmol) in chloroform (75 ml). The reaction mixture was stirred for 1 h at room temperature and 
40 then made basic with a sodium hydroxide solution. The product was extracted into ethyl acetate and the organic layer 
was washed with sodium bicaitx)nate solution, dried over magnesium sulfate and concentrated in vacuo to give 1 -(3,4- 
dichlorobenzyQpiperazine (35.8 g) as a solid. 

Steps 

45 

[0139] 1-(3-Dimethylaminopropyl)-3-ethylcartxxjiimide hydrochloride (5.08 g, 26.5 mmol) was added to a solution of 
1-(3,4-dichlorobenzyf)piperazine (5 g. 20.4 mmol) and L-Boc-valine (5.76g. 26.5 mmol) in methylene chloride. After 2 
h, the product was extracted into ethyl acetate. The organic layer was washed with sodium bicartx)nate solution, dried 
over magnesium sulfate, filtered and concentrated in vacuo. Column chromatography with hexanes/ethyl acetate (1 :1) 
60 as the eluant gave 1-(S)-[4-(3,4<JichlorobenzyOpiperazin-1-ylcartx)nyq-N-(te/t-butoxycarbonyl)-2-m 
(5.46 g) as a foam. 

Step 4 

55 [0140] 1 N ethereal hydrogen chloride solution (80 ml. 80 mmol) was added to a solution of 1 (S)-[4-(3,4-dichloroben- 
zyOpiperazin-1-ylcart)ony1]-N-(ferf-butoxycartx)nyl)-2-methylpropyfanrii^ (4.28 g. 9.64 mmol) in methanol (50 ml) and 
the reaction mixture was heated at 70 ''C. After 2.5 h, the reaction mixture was concentrated and the solid was sus- 
pended in ether and filtered to give 1-(S)-[4-(3.4-dichlorobenzyl)piperazin-1-yl cart)onyl]-2-methytpropylamine as the 
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bis hydrcx:hloride salt. The product was dissolved in water, treated with triethylamine (4.0 ml. 28.9 mmol) and the free 
amine was extracted into ethyl acetate. The ethyl acetate layer was dried over magnesium sulfate, filtered and concen- 
trated to give HS)-[4-(3,4<jlchtorot)enzyl)piperazin-1-ylcartx)nyq-2-methylpropylamine (3.2 g) as the free amine. 

5 Steps 

[0141] A 1.0 M ditx>rane solution in tetrahydrofuran (65.2 mi, 65.2 mmol) was added to a solution of 1-(S)-[4-(3,4- 
dichlorobenzyl)piperazin-1-ylcaitx)nyl]-2-methyjpropylamine (3.2 g, 9.3 mmol) in tetrahydrofuran (15 ml). The mixture 
was heated at reflux under nitrogen atmosphere lor 2 h and then concentrated in vacuo. The residue was dissolved in 
w methanol, acidified with 6 N hydrogen chloride solution (50 mi) and then reheated to 70 ''C. After heating for 1 h, the 
reaction mixture was cooled and basif led with a sodium hydroxide solution and the product was extracted into ethyl ace- 
tate. The ethyl acetate layer was washed with sodium bicarbonate solution, dried over magnesium sulfate, filtered and 
concentrated to provide 1-(S)-[4-(3,4-dichlorobenzyOpiperazin-1-ylmethyl]-2-metiiylpropylamine (3.53 g)as an oil. 

15 Step 6 

[0142] p-Toluoyl chloride (0.48 ml, 3.63 mmoO was added to a solution of 1(S)-[4-(3.4-dichlorobenzyl)piperazln-1- 
ylmethyl]-2-metiiylpropytamine (1 g. 3.0 mmol) and triethylamine (0.633 ml, 4.54 mmol) in methylene chloride under 
nitrogen atmosphere. After 1h, the product was extracted into ethyl acetate and the organic layer was washed with 
20 sodium bicart)onate solution, dried over magnesium sulfate, filtered and concentrated in vacuo. Column chromatogra- 
phy with hexanes/ ethyl acetate (1:2) gave N-{1(S)-[4-(3,4-dichlorobenzyl)piperazin-l-ylmethyl]-2-methylpropyl}-4- 
methylbenzamide (1 .2 g) as an oil. The free amine was dissolved in ether and 3.5 equivalents of 1 N ethereal HCl solu- 
tion (10.7 ml) was added. Filtration of the resulting solid provided N-{1(S)-[4-(3,4<lichlorobenzyl)piperazin-1-ylmethyl]- 
2-mettiylpropyl}-4-methylbenzanfvde (1 .2 g) as the bis hydrochloride salt, mp 227.8-228.9 ''C. 

25 

1. Proceeding as described in Example 1, Steps 1-4 above but substituting L-Boc-valine in Step 3 witii DL-Boc- 
valine gave 1 -(f?S)-[4-(3,4-dichlorobenzyl)piperazin-1 -ylcartx>nyl]-2-mettiylpropylamine which upon reduction (step 
5) and reaction wrtii 3.4-methylenedioxybenzoyl chloride (step 6) gave N-{1(/?6)-[4-(3.4-dichlorobenzyl)-piperazin- 
1-ylmettiyl]-2-methylpropyI}-3,4-methylenedio3^enzamide. 
30 2. Proceeding as described in Example 1 , Steps 1 -4 above but substituting L-Boc-vaiine in Step 3 witii L-Boc-te/t- 
leucine (commercially available from Ruka) gave 1-(S)-[4-(3,4-dichlorobenzyl)piperazin-1-ytcart3onyl]-2,2-dimeth- 
ylpropylamine which was reduced to 1-(S)-[4-(3.4-dichloro-benzyl)piperazin-1-ylmethyl]- 2,2-methylpropylamine 
(Step 5) and then reacted with: 

35 4-Methylsulfonylbenzoyl chloride; 

4-Acetoxybenzoyl chloride; 

4- N,N-Dimetiiyiaminobenzoyl chloride; 

5- Methyl-2-thenoyl chloride; and 
4-Methylt>enzoyl chloride, to give 

40 N-{1 (S)-[4-(3.4-Dichlorobenzyl)piperazin-1 -y1methyl]-2.2-dimethylpropyl}-4-methytsutfonylbenzamide dihydro- 

chloride salt, mp 190-191 **C; 

N-{1 (S)-[4-(3.4-Dichlorobenzyl)piperazin- 1 -ylmethyl]-2.2-dimetiTyIpropyl}-4nacetoxybenzamide dihydrochlo- 
ride salt, mp 241-242 ""C; 

N-{1(S)-[4-(3,4-DichlorobenzyOpiperazin-1-ylmethyl]-2,2<iimettTylpropyl}-4-N.N<iimeth^ 
45 dihydrochloride salt, mp 1 01 .5-1 05 "C; 

N-{1(S)-[4-(3.4-DichlorobenzyOpiperazin-1-ylmethyQ-2,2<limethylpropyl}-5-methyl-2-thiophenecar^^ 
dihydrochloride salt, mp 249-253 ''C; and 

N-{1 (S)-[4-(3,4-DichlorobenzyI)plperazin-1 -ylmethyl]-2,2-dimethylpropyl}-4-methylbenzamide dihydrochloride 
salt t)y following ttie procedure described in Steps 5 and 6 above. 

so 

3. Proceeding as described in Example 1 , Steps 1 -4 above but substituting L-Boc-vaiine in Step 3 with DL-Boc-fe/t- 
leucine gave 1-(RS)-[4-(3,4-dichlorobenzyl)piperazin-1-ylcarbony1]- 2.2-methytpropylamine which was reduced to 
1-(/?S)-[4-(3.4Kiichloro-benzyl)piperazin-1-ylmethyl]- 2,2-mettiylpropylamlne (Step 5) and reacted with: 

55 3-Cyanobenzoyl chloride; and 

3,4-Drfluorobenzoyl chloride, to give 

N-{1 (RS)-[4-(3.4-Dichlorobenzyl)piperazin-1 -ylmettiyl]-2,2-dimetiTylpropyl}-3-cyanobenzamide: and 

N-{1 (/?S)-[4-(3.4-Dichlorobenzyl)piperazin-1 -ylmettiyl]-2.2-dimettiylpropyl}-3.4-dff luorobenzamide, respec- 
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tively. 

4. Proceeding as described in Example 1. but substituting N-(/e/t-butoxycarbonyl)-piperazine in Step 1 witli 3- 
methyl-N-(ferf-butoxycartx)nyOplperazine and L-Boc-valine in Step 3 witti DL-Boc-valine gave N-{1(ffS)-[3-melhyl- 
5 4-(3.4'dichlorobenzyl)piperazin- 1 -ylmethyl]-2-methytpropyl}-4-methylbenzamide dihydrochloride salt 

Example 2 

Synthesis of 1 -{2-[4-(3.4-Dichlorobenzyl)-piperazin-1 -yl]cyclohexyl}-3-(3-niethoxyphenyl)urea 

10 

[0143] 




30 Step1 

[0144] A mixture of 1-nitrocyclohexene (311 mg, 2.45 mmol), dichlorobenzylpiperazine [prepared as described in 
Example 1](600 mg, 2.45 mmol). and triethylamine (512 3.68 mmol) in methylene chloride (10 ml) was stirred at 
room temperature under nitrogen atmosphere for 1 7 h. The reaction mixture was diluted with ethyl acetate, washed with 
35 an aqueous sodium bicart)onate solution, dried over magnesium sulfate and concentrated in vacuo. The residue was 
chromatographed with hexanes/ ethyl acetate (2: 1) as the eluant to provide 1-(3,4<lichlorobenzyl)-4-(2-nitrocy- 
clohexyl)piperazlne (461 mg) as an oil. 

Step 2 

40 

[0145] Platinum (IV) oxide (15 mg, 0.07 mmol) was added to a solution of 1-(3,4-dichlorobenzyl)-4-(2-nrtrocy- 
clohexy1)piperazlne (187 mg. 0.50 mmol) in glacial acetic add (5 ml). The reaction mixture was stirred under hydrogen 
atmosphere at room temperature for 16 h. The reaction mixture was then filtered through a pad of celite. The filtrate was 
made basic with a 15% sodium hydroxide solution and the product was extracted into ethyl acetate. The organic layer 
45 was dried over magnesium sulfate, f Htered and concentrated in vacuo to provide 1 -(3,4^ichlorobenzyl)-4-(2-aminocy- 
clohexyl)-piperazine (1 19 mg) as an oil. 

[0146] A solution of 1 -(3,4-dichlorobenzyO-4-(2-aminocyclohexyi)piperazine (1 00 mg, 0.29 mmol) and 3-methoxyphe- 
nyl isocyanate (38 m^I. 0.29 mmol) in methylene chloride (5 ml) was stirred at room temperature. After 17 h. the product 
was extracted into ethyl acetate, washed with a bicarbonate solution, dried over magnesium sulfate and concentrated 
so in vacuo. Column chromatography with methylene chloride/ methanol (97: 3) as the eluant gave 1-{2-[4-(3,4-dichlo- 
robenzyl)piperazin-1 -yl]cyclohexyl}-3-(3-methQxyphenyl)urea(64 mg) as an oil consisting of the trans diastereomer. 



ss 
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Examples 



Synthesis of N41-(S)-[4-(3.4-Dichlorobenzyl)piperidirv1-y1methyl]-2-niet^ 



5 [0147] 



15 



10 




'CI 



20 



Stepi 



[0148] n-Butyllithium (43.2 ml, 2M in pentane. 1 08 mmol) was slowly added to an ice-cooled suspension off 3,4-dichlo- 
robenzyl triphenylphosphonium bromide (54 g, 108 mmol) (prepared by stirring equimolar amounts of 3,4 dichloroben- 

25 zyl bromide and trlphenyiphosphine in THF at 65' overnight) in dry THF (500 ml) under an argon atmosphere. After 15 
min., the reaction mixture was allowed to warm to room temperature, and was stirred for an additional 2 h. 1 -ferf-butox- 
ycarbonyl-4-piperidone (21.42 g, 108 mmol) was added and the stirring was continued overnight. IHexane (2 1) was 
added and the reaction was stirred and then filtered. The filtrate was concentrated in vacuo to give 41 .8 g of an orange 
gum. Column chromatography on 0.5 1^ flash grade silica, eluting with a gradient of 70% methylene chloride/hexane 

30 through 100 % methylene chloride, followed by a gradient of 1% methanol/hnethylene chloride through 5% methanol 
/methylene chloride gave 1-(/e/t4xjtOKycartx>nyl)-4-(3,4-dichloro-benzylidene)plperidlne (29 g) as a light tan oil. 



35 [0149] Platinum oxide (0.3 g) was added to a solution of 1 -(terf-butoxycarbonyl)-4-(3,4-dichlorobenzylidene)piperid- 
ine (29 g, 84.7 mmol) in ethyl acetate (500 ml) and the mixture was stirred under a hydrogen atmosphere overnight. The 
reaction mixture was filtered through celite and the filtrate was concentrated to give 1-(/erf-butQxycartx>nyl)-4-(3.4- 
dichlorobenzyl)piperidine (30 g) as a tan oil. 



[0150] Trif luoroacetic add (50 ml) was added to a solution of 1 -(^er^butoxycartx)nyl)•4-(3.4-dichlorobenzyl)piperldine 
(24 g, 69.7 mmol) in methylene chloride (1 50 ml) and the reaction mixture was stirred for 1 h. The solvent was removed 
under reduced pressure, followed by addition of ethyl acetate (200 mQ, and the resulting mixture was made basic with 
45 1 N aqueous sodium hydroxide. The organic l^er was separated, dried over magnesium sulfate and the solvent was 
removed under reduced pressure to give 4-(3,4-dichlorobenzyl)piperidine (17.1 g) as light brown solid. 



so [0151] L-B0C-Vialine(1.3g. 5.98mmol)and 1-(3-dim6thylaminopropyl)-3-ethylcarbodiimide(1.15g, 5.98 mmol) were 
added to a solution of 4-(3,4-dich!orobenzyOpiperidine (1 .12 g, 4.57 mmol) in methylene chloride(15 ml) and the reac- 
tion mixture was stirred at room temperature under an argon atmosphere. After 3 h the solvents were removed under 
vacuo and water (1 0 ml) and ethyl acetate (25 ml) were added. The organic layer was separated, dried over magnesium 
sulfate and concentrated under reduced pressure. Column chromatography with 15-20% ethyl acetate /hexane as the 

55 eluant gave 1 -(S)-[4-(3,4<lichbrobenzyO-piperidin-1 -ylcart)onyQ-N-(fe/t-butQxycarte (1 .89 g) 

as a gummy foam. 



Step2 



40 Step a 



Step 4 
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[0152] To a solution of 1-(S)-[4-(3,4-dichlorobenzyQpiperidin-1-yl(»rbonyl]-N-(ferf4xjtoxyca 
pylamine (5.9g, 13.2 mmol) in methylene chloride (100 ml) was added trifluoroacetic add (30 ml) at room temperature. 
After 4 h, the reaction mixture was concentrated and the residue was stinted with ethyl acetate (200 ml) and water (100 
ml) while adjusting the pH to 8 with 15% aqueous sodium hydroxide solution. The organic layer was separated and the 
aqueous layer was extracted twice with ethyl acetate. The combined organic portions were dried over magnesium sul- 
fate, filtered and concentrated in vacuo to give 1-(S)-[4-(3.4-dichlorobenzyl)piperidin-1 -ylcartx)nyl-2-methylpropylannine 
(4.53g) as a colorless gum. 

Step6 

[01 53] To a solution of 1 -(S)-[4-(3,4-dichlorobenzyl)piperidin-1 -ylcartx>nyl-2-methylpropylamine (4.53 g, 1 3.3 mmol) 
In dry tetrahydrofuran (100 ml) was added diborane (92.4 ml, 92.4 mmol. 1 M in THF) and the reaction mixture was 
stirred under argon at 65 ""C. After 3 h, the reaction mixture was cooled in an ice bath and aqueous hydrochloric acid 
(60 ml, 6 N) was slowly added with stirring. The reaction mixture was concentrated on a rotovap and the aqueous solu- 
tion was stinred at 100 *'C. After 1 h, the reaction mixture was cooled to 0 ""C and potassium hydroxide pellets were 
slowly added until pH 8 was obtained. The solution was extracted twice with etiiyl acetate (100 ml), dried over magne- 
sium suHate and concentrated in vacuo. The colorless liquid (3.84 g) was flash chromatographed, eluting with 2.5-10% 
MeOH/CH2Cl2 containing 1% NH4OH. The free amine was dissolved in anhydrous ether and ethereal HCl was added 
to afford 1-(S)-[4-(3,4-dlchlorobenzyl)piperldin-1-ytmethyl]-2-methylpropylamine as the HCl salt. 

Step7 

25 [01 54] p-ToluoyI chloride (0. 1 4 ml, 1 mmol) was added to a solution of 1 -(S)-[4-(3,4-dichlorobenzyQpiperidin-1 -ylme- 
thyl]-2-methylpropylamine (0.33 g, 1 mmol) in dry pyridine (7 ml) at 0 "C under argon atmosphere. The solution was 
stirred for 30 min., at 0 ""C and then allowed to warm to room temperature. After 3 h, the reaction mixture was concen- 
trated under reduced pressure and water (10 ml) was added. The product was extracted with ethyl acetate and the 
organic layer was dried witti magnesium suHate and then concentrated in vacuo. The crude product (0.5 g) was chro- 

30 matographed by eluting with a gradient of from 1 % to 4% methanol / methylene chloride to gi ve N-{ 1 -(S)-[4-(3,4-dichlo- 
robenzyQplperidin-1-ylmettiyl]-2-methylpropyl}-4-metiiyfbenzamlde (0.25 g) as partially solidified gum. 

Example 4 

35 N-{1-(RS)-[4-(4-Amlno-5-chloro-2-nrietiioxyphenylcarbonylaminomethyl)piperidin-1-y^ 
ylbenzamlde 

[0155] 



40 



45 




50 

Stepi 

[0156] Diisopropyletiiyl amine (1 7.4 ml, 134 mmol) was added a solution of (OL)-valinol (9.85 g. 95 mmol) in methyl- 
55 ene chloride (100 mi). The reaction mixture was cooled to 0 ''C. treated with a solution of p-toluoyi chloride (12.8 ml. 91 
mmol ) in methylene chloride (50 ml) and then allowed to warm to room temperature. After stirring for 3 hours, excess 
aqueous sodium hydroxide solution was added and the reaction was transferred to a separatory funnel. The organic 
layer was separated and tiie aqueous layer washed with one portk)n of metiiylene chloride. The combined organic lay- 
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ers were washed wrth water and brine, dried over magnesium sulfate and concentrated in vacuo. Chromatography elut- 
ing with 25% ethyl acetate in hexanes, followed by 50% ethyl acetate in hexanes gave N-p-toluoyI valinol (18.04 g). 

5 

[0157] Dimethylsulfbxide (2.2 ml, 31 mnx)l ) was slowly added via syringe to a stirred -78 ""C solution of oxalyl chloride 
(15 ml. 1 71 mnnol) in methylene chloride (35 ml) under inert atmosphere. After 10 min., a solution of N-p-toluoyI valinol 
(6.0 g. 29 mmol) in methylene chloride (50 ml) was added and the stining was continued for additional 15 min. Triethyl- 
amine was added (6 ml, 389 mmoQ and the reaction was allowed to warm to ambient temperature. After 1 .5 h, the reac- 
10 tion was diluted with 50% ethyl acetate in hexanes and washed with water and brine. Filtration through a pad of silica 
gel and subsequent solvent removal left a solid residue. Chromatography eluting with 20% ethyl acetate in hexanes, 
then 33% ethyl acetate in hexanes gave N-p-toluoyI valinaldehyde (3.6 g) as a solid, which was utilized in Step 6. 

75 

10158] /e/t-Butyloxycarbonyl anhydride (6.69g. 30.6 mmol) was added to a solution of 4-(aminomethyl)piperidine (7 
g, 61.3 mmol) in chloroform (40 ml) at O ""C. The reaction mixture was allowed to warm to room temperature over 3 h 
and then stirred an additional 15 h. The reaction mixture was washed with water, the organic layer was separated and 
dried over magnesium sulfate, filtered and concentrated to provide N-te/t-butyloxy-cartx)nyl-4-(aminomethyl)piperidine 
20 (6.55 g) as a pale yellow oil. 

Step 4 

[01 59] 1,1 '-Cartx)nyldiimidazole (1 .61 g, 9.91 mmol) was added to a solution of 4-amino-5-chloro-2-methoxybenzoic 
25 acid (2.0 g, 9.91 mmol) in dimethylformamide (5 ml). After stirring for 5 min. at room temperature, solution of N-fe/t- 
butyloxycarbonyl-4-(aminomethyl)piperidine (1 .77 g, 8.26 mmol) in dimethylformamide (5 ml) was added and the reac- 
tion mixture was heated at 55 ""C. After 23 h. the product was extracted into ethyl acetate and the organic layer was 
washed with aqueous sodium bicart)onate, dried over magnesium sulfate, filtered and concentrated. Rash chromatog- 
raphy of the crude product with 2: 1, ethyl acetate/hexanes as the eluant gave N-ferf-butylQxycarbonyl-4-(4-amino-5- 
30 chloro-2-methQxyphenylcartx)nylaminomethyl)piperidine (2.63 g) as a foam. 

Step 5 

[0160] To a solution of N-j9/t-butyloxycark>onyl-4-(4-amino-5-chtoro-2-methoxyphenyl-cartx)nylaminomethyqpiper 
35 ine (500 mg. 1.26 mmol) in methanol solution (30 ml) was added an ethereal 1 N hydrogen chloride solution (12.6 ml, 
12.6 mmol). The solution was heated at 50 ''C. The reaction mixture became heterogeneous within 5 min. After 1.5 h, 
the reaction mixture was concentrated to give a white solid which was suspended in diethylether and filtered to give 4- 
(4-anriino-5<hk>ro-2-m6thoxyphenylcarbonylamino-iTiethyQpq^ as a tris-hydrochloride salt (433 mg). 

[0161] To a heterogeneous mixture of 4-(4-amino-5-chloro-2-methQxyphenylcartx)nyi-aminomethyl)piperidine (304 
mg, 0.82 mmol) and triethylamine (309 2.21 mmol) in methylene chloride (20 ml) was added aldehyde N-p-toIuoyI 
valinaldehyde (150 mg. 0.68 mmoQ and sodium triacetoxyborohydride (216 mg. 1 .02 mmol) at room temperature After 
45 1 h the reaction mixture was diluted with ethyl acetate and washed with sodium bicarbonate solution. The organic layer 
was separated, dried over magnesium sulfate and concentrated in vacuo. Flash chromatography of the crude product 
with 97.-3. methylene chloride/ methanol as the eluant gave N-{1(HS)-[4-(4-amino-5-chloro-2-methoxyphenylcartX)nyl- 
anninomethyl)piperidin-1 -ylm6thyl]-2-methylpropyl}-4-methylbenzamide(139 mg) as a foam. 

50 



55 
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Examples 

{1-(4-MethyIbenzoy1)-2(/?)-[4-(3,4<iichlorobenzyOpipeiBzin-1-^ dihydrochloride salt 

5 [0162] 



10 



IS 



20 




25 [0163] 1 -Ethyl-3-(3'<iimethytamlnopropyl)carbodllmlde hydrochloricle(1 .03 g, 7 mmol) was added to a solution of N- 
BOC-D-Proline (1 .51g, 7 mmol) in methylene chloride (1 2 ml) and the reaction mixture was stirred at room temperature. 
After 0.5 h, 3,4-dichiorobenzylpiperazlne (1.32 g. 5.4 mmol) [prepared as described in Example 1] was added and the 
stirring was continued for 16 h. TTie reaction mixture was then quenched with water, basified with saturated sodium 
bicarbonate solution and extracted ¥vith ethyl acetate. The ethyl acetate layer was separated and washed with brine, 

30 dried over magnesium sulfate and concentrated. Rash chromatography with 30% acetone in dichloromethane as the 
eluant gave 2(H)44-(3.4-dlchlorobenzyOpiperazin-1-ylcarbonyq}-N-(tert4)utDxycarbo^ pyrrolidine (1.2 g) as an oil. 

35 [0164] Borane (1 5.8 ml, 1 .0 M solution in THF) was added dropwise to a solution of 2(R)-[4-(3.4-dichlorobenzyOpip- 
erazin-1-ylcaitx)nyl]}-N-(te/t-butoxycarbonyl) pyrrolidine (1.0 g, 2.26 mmol) in tetrahydrofuran (5 ml) was under nitrogen 
atmosphere and the reaction mixture was heated at reflux. After 2 h, the reaction mixture was cooled to room temper- 
ature and quenched with 6 N hydrochloric acid. The reaction mixture was re-heated at reflux for another 2 h, cooled to 
room temperature and then basified with 10% aqueous sodium hydroxide solutfon. The product was extracted into ethyl 

40 acetate and the organic layer was separated and washed with brine, dried over magnesium sulfate, and concentrated. 
Purification with column chromatography with methylene chloride containing 10% ammonium hydroxide in methanol as 
the eluant gave 2(H)-[4-(3.4-dichlorobenzyl)piperazin-1-ylmethyl]}pyrro]idine (0.62 g) as an oil. 

Step 3 

45 

[01 65] Triethylamine (0. 1 9 ml, 1 .5 mnrol) and p-toluoyl chloride (0. 1 1 ml, 0.84 mmol) were added to a solution of 2( R)- 
[4-(3,4-dichlorobenzyl)piperazin-1-ylmethyl]i3yrrolidine (0.25 g. 0.76 mmol) in methylene chloride (5 ml). After 1 h. the 
reaction mixture was quenched with water and the product was extracted into ethyl acetate. The ethyl acetate layer was 
washed with brine, dried over magnesium sulfate and concentrated. Preparative TLC with 5% methanol in methylene 
so chloride afforded {1-(4-methyIbenzoyO-2(ff)K4-(3,4-dichtorobenzyl)piperazin-1-ylmethyO}pyrrolidine 0.245 g of an oil 
which was converted to Its dihydrochloride salt and recrystallized from a methanol-ettyl acetate mixture to give {1 -{4- 
methylbenzoyO-2(R)-[4-(3,4-dichtorobenzyO-piperazin-1-ylmethyl]}pyrrolidine dihydrochloride (0.18 g) as a white solid: 
m.p. 249.6-250.1 ""C. 
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Examples 

Synthesis of 2-(/?S)-t4-(3.4-Dichlorobenzyl)piperazin-1 -ylmethyQ-N-(4-methylphenyl)propionamide 
5 [0166] 



10 



15 



20 




[0167] A mixture of 3.4-dlchlorobenzylpiperazine (2.47 g, 10.1 mmol), methyl methacrylate (2.2 ml, 21 mmol), and 
sodium methoxide (49 mg, 0.91 mmoQ in methanol (20 ml) was heated to r^lux. After 72 h, the reaction mixture was 
25 cx)ncentrated under reduced pressure to yield pale-yellow oil (3.02 g). Column chromatography on silica gel with ethyl 
acetate as eluant afforded methyl 2-(RS)-[4-(3,4-dichlorobenzyl)plperazin-1-ylmethyf]propionate (1 .52 g) as a pale-yel- 
low oil. 

SteD2 

30 

[0168] Methyl 2-[4-(3,4-dichlorobenzyOpiperazin-1-ylmethyl]propionate (470 mg. 1.36 mmol) and lithium hydroxide 
monohydrate (185 mg. 4.41 mmol) were dissolved in water (5 ml) and methanol (15 ml) and stirred at room tempera- 
ture. After 21 h, the solvents were removed under reduced pressure. The resulting residue was taken up in a mixture of 
methylene chloride and water, and the aqueous layer was made acidic (- pH 4) with 1 M HCI. The layers were separated 
35 and the aqueous phase was extracted with several portions of methylene chloride. The combined organic layers were 
dried over sodium sulfate and concentrated under reduced pressure to afford 2-(HS)-[4-(3,4<llchloro-benzy[)piperazin- 

1- ytmethyl]propionic acid (444 mg) as a pate-yellow foam. 

40 

[0169] 1 •Ethyl-3-(3'-dimethylaminopropyl)carbodiimide hydrochloride (388 mg, 2.02 mmol) was added to a solution of 

2- [4-(3.4-dichlorobenzyl)piperazin-1-ylmethyl]-propionic acid (609 mg, 1 .84 mmol) p-toluidine (219 mg, 2.04 mmol) and 
dimethylaminopyridine (22 mg. 0.18 mmol) in methylene chloride (20 ml). After 4 h, the mixture was diluted with meth- 
ylene chloride and washed with water. The organic layer was separated, dried with sodium sulfate and the solvent 

45 removed under reduced pressure to give an orange foam (839 mg). Column chromatography on silica gel with ethyl 
acetate as eluant yielded 2-[4-(3,4-dichlorobenzyl)pipera2ln-1-ylmethyl]-N-(4-methyl-phenyl)propionamide (636 g, 
82%) as a white foam. A 1 M solution of hydrochloric add in ether (4.2 ml) was added to a solution of this product (593 
mg, 1 .41 mmol) in methanol and the solvent was removed under reduced pressure. The resulting viscous oil was tritu- 
rated with ether/hexanes to yield 2-(ffS)-[4-(3.4HJichloroben2yl)piperazin-1-yl-methyl]-N-(4-methy!phenyl)propion^^ 

50 mide (245 mg) as the hydrochloride salt. m.p. 256.2-256.7 "C. 
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Example? 



N-{1 -(R)-[4-(3.4-Dichl()robenzyOpiperazinO 'ylmethyl]>2-methylpix)pyl}-4-f luoro^ dihydrochloride 
salt 

[0170] 



10 



IS 




2HC1 



20 

[0171] Triethylamine (21 mi, 0.15 mmoi) and 4-fluorobenzenesulfonyl chloride (29 mg, 0.15 mmol) were added to a 
solution of 1-(H)-[4-(3,4-dichlorobenzyl)piperazin-1-ylmethyQ-2-methylpropylamine (50 mg, 0.15 mmol) [prepared as 
desaibed In Example 1 above] In mett^ene chloride (1.5 ml). TTie reaction mixture was stin-ed for 2 h, then concen- 
trated. Purification by flash chromatography with 20:1 methylene: methanol as the eluant gave N-{1-(H)-[4-(3.4-dichlo- 
25 robenzyQpiperazin-l •y1methyq-2-methytpropyl}-4-f luorobenzenesuKbnamlde (49 mg) as a solid. 

Examples 

1 -{1 -(/?S)-[4-(3,4-DichlorobenzyOpiperazln-1 -ylmethyl]-2-methylpropyl}-3-methoxybenzyl-2-thiourea 



30 



[0172] 



MeO, 



35 



40 



VV^ A 

ST ' 




45 [0173] 3-Methoxybenzyl isothiocyanate (22 mg. 0.12 mmol) was added to a solution of 1 -(flS)-[4-(3,4-dichloroben- 
zyl)p{perazin-1-yimethyl]-2-methylpropy1amine (40 mg, 0.12 mmoQ [prepared as described in Example 1 by substituting 
L-N-BOC-va!ine with DL-N-BOC-valine] in methylene chlaide (1.5 ml). The reaction mixture was stirred for 2 h and 
then concentrated. Purification by flash chromatography with 20:1 methylene chloride: methanol as the eluant gave 1- 
{1-(ffS)-[4-(3,4<JichlorobenzyQpiperazin-1-ylmethyl]*2-methylpropyl}-3-methoxybenz^ (18 mg) as a solid. 



55 ' 
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Example 9 

1 -{1 (flS)-ll -(3,4-DichlorobenzyOpiperidin-4-yO-2-methylpropyl}-3-(3-methoxyphenyOur^ 
5 [0174] 



o 



10 




CI 



IS 



Stepi 

20 

[0175] 3,4-Dichiorobenzyl bromide (1 .83 g 7.63 mmol) was added to a solution of ettiyl isonipecotate (1 g, 6.36 mmol) 
and triethylamine (1 .33 ml, 9.54 mmol) in methylene chloride solution (1 0 ml) at room temperature. After 1 7 h, the reac- 
tion mixture was cfiluted with ethyl acetate and washed with aqueous sodium bicaridonate solution (1 0 ml). The organic 
layer was dried over magnesium sulfate, filtered, and concentrated. Rash chromatography with 9: 1. hexanes/ ethyl 
25 acetate followed by 6: 1 hexanes/ ethyl acetate gave ethyl 1 -(3,4-dich!orobenzyl)isonlpeootate (1 .78 g) as a pale yellow 
oil. 

Step 2 

30 [0176] A 1.5 M solution of DIBAL-H^ in toluene (1.27 ml, 1.90 mmol) was added dropwise over 10 min. to a solution 
of ethyl 1-{3,4-dichIorobenzyl)isonipecotate (500 mg, 1.58 mmol) in toluene solution (5 ml) at -78 °C. After 40 min., 
aqueous sodium bicart)onate solution was added and the reaction mixture was warmed to room temperature. The prod- 
uct was extracted into diethyl ether. The organic layer was dried over magnesium sulfate, filtered and concentrated to 
provide 1-(3.4-dichlorobenzyl)-4-f6rmyf pyridine (430 mg) as an oil. 

35 

Steps 

[01 77] Isopropylmagnesium chloride in tetrahydrofuran (3.7 ml, 7.35 mmol, 2.0 M) was added to a solution of 1 -(3,4- 
dichlorobenzyl)-4-formylpyridine(1 g, 3.67 mmol) in tetrahydrofuran (10 ml) at 0 *'C. After 30 min., the reaction mixture 
40 was warmed to room temperature and stirred an additional 30 min. The reaction mixture was then diluted with diethyl 
ether and washed with sodium bicarbonate solution (10 ml). The aganic layer was separated and dried over magne- 
sium sulfate, filtered and concentrated. The residue was subjected to flash chromatography (1:1, hexanes/ ethyl ace- 
tate) to provide alcohol 1(HS)-[(3.4-dichlaobenzyQpyrldin-4-yl]-2-methylpropanol (617 mg) as an oil. 

45 Step 4 

[0178] Pyridinium dichromate (6 g. 15.9 mmol) was added to a solution of 1(RS)-[(3,4-dichlorobenzyt)pyridin-4-yl]-2- 
methylpropanol (617 mg. 1.95 mmol) in N,N-dim6thylformamide (35 ml) at 0 ""C. After 4.5 h, the reaction mixture was 
diluted with ethyl acetate and washed with sodium bicarbonate solution (30 ml). The organic layer was separated and 
50 dried over magnesium sulfate, filtered and concentrated. The residue was sukajected to flash chromatography (1 .5: 1 . 
hexanes/ ethyl acetate) to provide 1-[(3,4-dichlorobenzyl)pyridin-4-yq-2-m6thylpropanone (432 mg) as an oil. 

Steps 

55 [0179] Ammonium acetate (1.43 g. 18.33 mmol) followed by sodium cyanoborohydrlde (130 mg. 1.86 mmoQ were 
added to a solution of 1 -I(3.4-dichlorobenzyl)pyridin-4-yl]-2-methytpropanone (583 mg, 1 .86 mmol) In methanol 10 ml) 
at room temperature. After 50 h, additional amounts of amnrK)nium acetate (1.43 g, 18.33 mmol) and sodium 
cyanoborofiydride (1 30 mg, 1 .86 mmol) were added. After 1 7 h, the reaction mixture was diluted with etf^ acetate and 
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washed with sodium bicarbonate solution (10 ml). The organic layer was separated and dried over magnesium sulfate, 
filtered and concentrated. The residue was dissolved in ethyl acetate and the product extracted into IN HCI solution. 
TTie acidic aqueous layer was made basic wHh sodium hydroxide solution and the product was extracted into ethyl ace- 
tate. The organic layer was dried over magnesium sulfate, filtered and concentrated. The residue was subjected to flash 
5 chromatography (90: 10, methylene chloride/ methanol followed by 80: 20) to provide 1(/?S)-[(3,4-dichlorobenzyOpyri- 
din-4-yQ-2-methytpropylamine (390 mg) as an oil. 

Steps 

10 [0180] S-methoxyphenyl isocyanate (37 ^1. 0.28 mmol) was added to a solution of provide 1 (RS)-[(3,4-dichloroben- 
zyl)pyridin-4-yl]-2-methytpropylamine (88 mg, 0.28 mmol) in methylene chloride solution (2 ml) at room temperature. 
After 1 h. the reaction mixture was diluted with ethyl acetate and washed with sodium bicarbonate solution (5 ml). The 
organic layer was separated and dried over magnesium sulfate, filtered and concentrated to provide 1-{1(ffS)-[1-(3.4- 
dichlorobenzyl)piperidin-4-yl]-2-methylpropyI}-3-(3-methoxyphenyl)urea. (104 mg) as a white solid, mp 161 .4-161 .8 *C. 

75 [0181 ] Proceeding as described in Example 9, Step 6 above but substituting 1 (HS)-[(3.4<lichlorobenzyQpyridin-4-y[]- 
2-methylpropylamine with 1 -(H)-[4-(3.4-dlchlorcbenzyl)-piperazln-1 -ylmethy1]-2-methy1propylamine (prepared as 
desaibed In Example 1) gave 141(H)-[1-(3,4<lichlorobenzyl)piperazin-1-yq-2-methylprop^^^ 

Example 10 

20 

N-{1 -[1 (RS)'[\ K3,4-DichtorobenzyOpiperidin-4-ylmethyq-2-methylpropyl}-4-methylbenzarnide dihydrochlorlde salt 
[0182] 

25 O 



30 




35 

Stepi 

[0183] To a suspension of 4-piperidone hydrochloride (3.52 g, 22.9 mmol) in ethanol (40 ml) was added triethytamine 
40 (1 0.8 ml, 91 .6 mmol). fdlcwed by the addition of 3.4-dichlorobenzyl bromide (5.0 g, 20.8 mmol) and the reaction mixture 
was stirred overnight at room temperature. The reaction mixture was concentrated in vacuo and the residue was parti- 
tioned between water and ethyl acetate. The ethyt acetate layer was separated, washed with brine, dried over magne- 
sium sulfate and concentrated in vacuo. Column chromatography with 25% ethyt acetate and 25% dichloromethane in 
hexanes gave 1-(3,4-dichlorobenzyl)-4-piperidone (4.4 g) as a coloriess oil. 

45 

Step 2 

[0184] To a suspension of sodium hydride (0.33 g, 1 3.2 mmol) in dry toluene (1 5 ml) was added triethyl phosphonoa- 
cetate (2.6 ml, 13.2 mmol) at a rate such that the internal reaction temperature remained below 25 ''C. After stirring at 

so room temperature for 0.5 h. the reaction mixture was recooled to below 25 ""C and a solution of 1 -(3,4-dichlorobenzyi)- 
4-piperidone (3.10 g, 12 mmol) in toluene (6 ml) was added dropwise. After the addition was complete, a gummy pre- 
cipitate formed. The mixture was heated at 60-65 ''C for 10 min. and then cooled to room temperature. The mother liq- 
uor was decanted and the residue was washed with more toluene. The combined toluene layers were filtered through 
a ceiite pad and concentrated in vacuo to give ethyl [1-(3,4-dichlorobenzyOpiperidin-4-ylidene]acetate (3.9 g) as an oil 

55 which was used in the next step without further purification. 
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Steps 

[0185] Ethyl [1 -(3.4-dichlorobenzyl)pipericlin-4-yfidene]acetate (3.9 g, 1 1 .9 mmol) dissolved in tetrahydrofuran (25 ml) 
and ethanol (25 ml) was subjected to hydrogenatlon over platinum oxide (0. 1 g) at ambient temperature and atmos- 
5 pheric pressure. The reaction mixture was filtered through a celite pad and concentrated in vacuo to give ethyl [1'(3,4- 
dichlorobenzyl)piperidin-4-y1]acetat6 (3.91 g) as a semi^lid. 

Step 4 

10 [0186] DIBAL-H (6.9 ml, 1 0.35 mmol, 1 .5 M in toluene) was added to a solution of ethyl [1 -(3.4-dichlorobenzyl)pipe- 
ridin-4-yl]acetate (1.9 g. 5.8 mmol) in dry toluene (60 ml) at -60 under nitrogen atmosphere. The reaction mixture 
was stin'ed at dry ice bath temperature for 0.5 h, quenched with saturated sodium bisulfite solution and then allowed to 
warm to room temperature. TTie aqueous layer was separated and basif led with 2N sodium hydroxide to pH between 8- 
9 and the product was extracted with diethyl ether. The combined ether layers were washed with brine and dried over 

15 sodium sulfate. After concentration, the residue was dissolved in dry tetrahydrofuran (30 ml) and cooled to 0 ""C. Isopro- 
pyl magnesium chloride (2.0 M, 5.8 ml) was added dropwise and the resulting reaction mixture was allowed to warm to 
room temperature. After 0.5h, the reaction mixture was quenched with water and extracted with diethyl ether. The ether 
layer was washed with brine, dried over sodium suMe and concentrated in vacuo. The residue was purified on silica 
gel column with 25% acetone, 25% dichloromethane In hexanes to give 1 (HS)-[1 -(3,4<lichlorobenzyl)piperldin-4-ylme- 

20 thyQ-2-methylpropanol (0.75 g) as an oil. 

Steps 

[0187] Pyrldinium dichromate (4.0 g 1 0.63 mmol) was added to a solution of 1 (ffS)-[1 -(3,4"dichlorobenzyl)piperidin- 
25 4-ylmethyl]-2-methylpropanol (0.5 g, 1 .5 mmol) In dimethylformamide (25 ml) at 0 **C, The resulting solution was stirred 
at 0 ""C until the starting material was consumed and then quenched with water, basif ied with 2N sodium hydroxide and 
extracted with ethyl acetate. The organic layer was washed with water, brine, and dried over sodium sulfate. The residue 
was purified on silica gel with 25% ac^one, 25% dichloromethane in hexanes to give H1-(3,4-dichlorobenzyDpiperi- 
din-4-yl]-3-methyl-2-butanone (0.32 g) as an oil. 

30 

Steps 

[0188] To a solution of 1-[1-(3,4-dichlorobenzyOpiperidin-4-yl]-3-methyl-2-butanone (0.16 g, 0.49 mmoQ in methanol 
(1 .5 ml) was added ammonium acetate (0.38 g, 4.93 mmol), followed by sodium cyanoborohydride (31 mg, 0.5 mmol) 
35 and the resulting solution was stirred at room temperature. After 48 h, hydrochloric acid (cone.) was added until pH was 
2 and the volatiles were removed under vacuum. The residue was dissolved in water and washed with ethyl acetate. 
TTie aqueous layer was then basified to pH>10 and extracted with ethyl acetate. The ethyl acetate layer was washed 
with brine, dried over sodium sulfate and concentrated to give 1(RS)-[1-(3,4-dichlorobenzyl)piperldin-4-ylmethyl]-2- 
methylpropylamine (0.16 g) as an oil which was used in the next step without further purification. 

40 

Step 7 

[0189] p-ToluoyI chloride (0.077 ml, 0.58 mmol) was added to a solution of 1 (/?S)-[1 -(3,4-dichlorobenzyl)piperidin-4- 
ylmethyl]-2-methylpropylamine (0.16 g. 0.49 mmol) in dichloromethane (2 ml) and triethylamine (0.12 ml, 1.63 mmol). 
45 The reaction mixture was stirred at room temperature for 1 .5 h and was quenched wHh water. The product was then 
extracted with dichloromethane and the organic layer was washed with brine and dried over sodium sulfate. TTie crude 
product was purified on preparative TLC with 25% acetone, 25% dichloromethane in hexanes to give 0.21 g of N-{1- 
[1(RS)-[1-(3,4<lichlorobenzyl)piperidin-4-ylmethyl]-2-methyIpropyl}-4-melhylbenzanfti as an oil, which was then con- 
verted to its dihydrochloride salt (0.15 g); m.p. 233.9-235.5 ""C. 

50 
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Example 11 

N-{1 -(/?)-[4-(DjchlorobenzyOpiperidin-1 -ylmetliyq-2-methylpropyl}-5-methylthiophene-2K»rtxs^^ hydrochloride 
salt 

[0190] 



10 




.HCl 



[0191] To a solution of 1-(^-[4-(3,4<Jichlorobenzyl)pperidin-1-ylmethyl]-2-rnethylpropylaiTilne (0.52 g, 1.58 mmol) 
[prepared as described in Example 3, Step 5). in methylene chloride (15 ml) was added 5-methyl-2-thiophenecarboxylic 
acid (0.29 g, 2.05 mmol) followed by 1-(3^imethylaminopropyl)-3-ethylcarbodiimide (0.39 g, 2.05 mmol), and the so\u- 

20 tion was stirred under argon overnight at room tenrperature. After concentrating the reaction mixture, water (1 0 ml) and 
ethyl acetate (25 ml) were added and the reaction mixture was stirred while adjusting to pH 8 with dilute aqueous potas- 
sium cartx>nate solution. The organic layer was separated and the aqueous layer was extracted with ethyl acetate (25 
ml). The combined organic layers were dried over magnesium sulfate, filtered and concentrated in vacuo. The crude 
material (0.86g) was flash chromatographed on silica, eluting with 2% methanol/methylene chloride (containing 1% 

25 ammonium hydroxide) to give 0.64g product as a gum. Anhydrous HCI/ether (5 ml) was added to an ether solution of 
the product, giving a gummy precipitate which was further dissolved In methanol (1 0 ml) and stripped to give N-{1 -(/?)- 
[4-(dichlorobenzyOpiperidin-1-ylmethyl]-2-methylpropyl}-5-methytthiophene-2-carboxamide hydrochloride salt (0.72 g) 
as a light yellow foam. 

30 Example 12 

N-{1 -(^-[4-(Dichlorobenzyl)piperidin-1 -ylmethyt]-2-methylpropyl}-4-(2-aminoethyl)benzamide dihydrochloride salt 
[0192] 



40 




.2 HCl 



Stepi 

so [0193] A solution of 4-bromophenethylamine (10 g, 50 mmol), di-terf-butyldicarbonate (21.82 g, 100 mmoQ. triethyl- 
amine (13.9 mi, 100 mmol), and anhydrous methanol (350 ml) was refluxed for 2 h. The reaction mixture was concen- 
trated in vacuo and the residue was stirred with water, filtered, washed with water and air dried to give N-(/e/t- 
butQxycarbonyl)-4-bromophenethylamine (15 g). 

55 Step 2 

[0194] To a 0 ""C solution of N-(te/t-butQxycartx>nyl)-4-bromophenettiylamine (12.82 g, 42.6 mmol) in anhydrous ether 
(200 ml) under argon was added dropwise n-butyllithium (34 ml, 85.2 mmol, 2.5 M in hexane). The slightly yellow solu- 
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tion turned milky white and was stin-ed 15 min., at 0° followed by one hour at room temperature. The resulting mixture 
was cooled to -78 ""C in a dry ice-acetone bath. Dry cartx>n dioxide was bubbled through the stirring reaction mixture for 
30 min., and then the reaction mixture was allow to slowly warm to room temperature ever 30 min. Wiater (100 ml) was 
added, the pH adjusted to 8 with dilute aqueous potassium cartx)nate solution, and the aqueous layer was separated 
5 and extracted with ethyl acetate. TTie aqueous layer was then cooled to 0 ""C and acidified to pH 3 with 3 N aqueous 
hydrochloric acid. The resulting white precipitate was filtered, washed with water and air dried to provide 4-[2-(N-te/t- 
butQxycart>onylamino)ethyl]benzoic acid (7.8 g). 

Steps 

10 

[0195] To a room temperature solution of 1-(ff)-[4-(3,4-dichlorobenzy1)piperidin-1-yl-methyl]-2-methylpropylamine 
(1g, 3.04 mmol) (prepared as described in Example 3. Step 5) in methylene chloride (30 mQ was added 4-[2-(N-fe/t- 
butQxycarbonylamino)-ethyl]benzolc acid (1 g. 3.8 mmol) followed by 1-(3-dimethylaminopropyO-3-ethylcarbodiimide 
(0.73 g. 3.8 mmol) and the solution was stirred under argon overnight at room temperature. After concentrating the 

15 reaction mixture, water (25 ml) and ethyl acetate (60 ml) were added and the reaction mixture was stirred while adjust- 
ing the pH to 8 with dilute aqueous potassium carbonate solution. The organic layer was separated and the aqueous 
layer was extracted with ethyl acetate (50 ml). The combined organic layers were dried over magnesium sulfate and 
concentrated. The resulting crude product was flash chromatographed on silica, eluting with 2%-4% methanolAnethyl- 
ene chloride containing 1% ammonium hydroxide to give N-{1-[1(/?)'[1-(3.4<lichlorobenzyl)-piperidin-4-ylmethyl]-2- 

20 methylpropyl}-4-[2-(N-terf-butoxycari3onylamino)ethyl]-benzamide as a white foam. 

Step 4 

[01961 To a room temperature solution of give N-{1-[1(fl)-[1-(3,4-dichlorobenzyl)-piperidin-4-ylmethyl]-2-methylpro- 
25 pyl}-4-[2-(N-ferf-butoxycarbonylamino)ethyl]-benzamide (1 .34 g, 2.32 mmol) in methylene chloride (30 ml) was added 
trifluoroacetic acid (30 ml). After 3 h, the reaction mixture was concentrated in vacuo and the residue was stined with 
ethyl acetate (100 ml) and water (50 ml) while adjusting the pH to 8 with 15% aqueous sodium hydroxide solution. The 
organic layer was separated and the aqueous layer was extracted twice with ethyl acetate. The combined organic por- 
tions were dried with magnesium suHate and concentrated. The crude was flash chromatographed on silica, eluting with 
30 3% methandAnethylene chloride (containing 1% ammonium hydroxide). The free base product was dissolved in anhy- 
drous ether and 1 N anhydrous HCI / ether was added to give N-{1 -(R)-[4-(dichlorobenzyl)piperidin-1 -yl-methyl]-2-meth- 
ylpropyl}-4-(2-aminoethyl)benzamide as the hydrochloride salt, mp 190.5-261.6 ""C. 

Example 13 

35 

1 -(Hfl) W3,4-Dichtorobenzyl)piperidln-1 -yq-2-methylpropyl}-3-(3-methQxypheny^^ 
[0197] 



O 



45 




CI 



50 

[0198] To a room temperature solution of 1-(fl)-[4-(3,4-dlchlorobenzyl)piperidin-1-yImethyl]-2-methylpropylamine 
(0.349g, 1.06 mmol) (prepared as in Example 3, steps 4 and 5. but using D-Boc-Valine in place of L-Boc-Valine) in 
methylene chloride (50 ml) was added 3-methoxyphenylisocyanate (0.1 7ml, 1 .27 mmol) and the reaction mixture was 
stirred at room tenperature under argon for 2 h. The reaction mixture was concentrated in vacuo and the crude product 
55 was flash chromatographed on silica, eluting with 1-3% methanol/methylene chloride (containing 1% ammonium 
hydroxide). The product was dissolved in anhydrous ether and 1 N anhydrous HCI / ether was added to precipitate 1 -{1- 
(fl)-[4-(3,4-dichlorobenzyl)piperidin-1-yl]-2-methylpropyl}-3-(3-methoxyphenyl)urea as the hydrochloride salt (0.29g), 
mp 107-112 •C. 
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Example 14 

Formulation Examples 

5 [0199] The following are representative pharmaceutical formulations containing a compound of Formula (I). 
Tablet formulation 

[0200] The following ingredients are mixed intimately and pressed Into single scored tablets. 

10 



Ingredient 


Quantity per tablet, mg 


cornpound of this invention 


400 


cornstarch 


50 


croscarmellose sodium 


25 


lactose 


120 


magnesium stearate 


5 



QapSlilelQrmglatiQn 

25 [0201 ] The following Ingredients are mixed intimately and loaded into a hard-shell gelatin capsule. 



Ingredient 


Quantity per capsule, mg 


compound of this invention 


200 


lactose, spray-dried 


148 


magnesium stearate 


2 



35 

Suspension formulation 

The following ingredients are mixed to form a suspension for oral administration. 

40 



Ingredient 


Amount 


compound of this invention 


1.0 g 


f umaric acid 


0.5 g 


sodium chloride 


2.0 g 


methyl paraben 


0.15 g 


propyl paraben 


0.05 g 


granulated sugar 


25.5 g 


sorbitol (70% solution) 


12.85g 


Veegum K (Vanderbilt Co.) 


1.0 g 


flavoring 


0.035 ml 


colorings 


0.5 mg 
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(oontinuecl) 



Ingredient 


Amount 


distilled water 


q.s.to100ml 



Injegt^blgfQrmMlatiQn 

The following ingredients are mixed to Ibrm an injectable formulation. 



Ingredient 


Amount 


compound of this invention 
sodium acetate buffer solution, 0.4 M 
HCI (IN)orNaOH(IN) 
water (distilled, sterile) 


0.2 g 

2.0 ml 
q.s. to suitable pH 
q.s. to 20 ml 



20 

Example 15 

CCR-3 Receptor Binding Agsay- in vitro 

25 [0202] The CCR-3 antagonistic activity of the compounds of the invention was determined by their ability to inhibit the 
binding of ^^^1 eotaxin to CCR-3 LI .2 transfectant cells ((see POnath, RD. et al.. J. Exp. Med., Vol. 183, 2437-2448, 
(1996)). 

[0203] The assay was performed in Costar 96-well polypropylene rourid bottom plates. Test compounds were dis- 
solved in DMSO and then diluted with binding buffer (50 mM HEPES, 1 mM CaCl2, 5 mM MgCl2. 0.5% bovine serum 
30 albumin (BSA), 0.02% sodium azide. pH 7.24) such that tiie final DMSO concentration was 2%. 25)il of the test solution 
or only buffer with DMSO (control samples) was added to each well, followed by the addition of 25^1 of ^^^l-eotaxin (100 
pmol) (NEX314, New England Nuclear. Boston, MA) and 1.5 x 10^ of the CCR-3 L1.2 transfected cells in 25fLl binding 
buffer The final reaction volume was 75\l\. 

[0204] After incubating the reaction mixture for 1h at room temperature, the reaction was terminated by filtering tiie 
35 reaction mixture through polyethylenimine ti'eated Packard Unifilter GF/C filter plate (Packard, Chicago, II.). The filters 
were washed four times witti ice cold wash buffer containing 10 mm HEPES and 0.5M sodium chloride (ph 7.2) and 
dried at 65 °C for approximately 1 0 min. 25 p.l/weil of Microscint-20^ scintillation fluid (Packard) was added and the radi- 
oactivity retained on the filters was determined by using the Packard TopCount™. 
[0205] Compounds of tiiis invention were active in this assay. 
40 [0206] The IC50 value (concentration of test compound required to reduce ^^^l-eotaxin binding to tiie CCR-3 L 1 .2 
transfected cells by 50%) for some of the compounds of ttie invention was: 



45 



50 



55 



Cpd# 


IC50, |iM 


Cpd# 


IC5o,|AM 


7 


0.415 


88 


1.47 


8 


0.24 


89 


1.68 


19 


0.945 


91 


1.89 


20 


0,952 


93 


3.37 


23 


1.33 


99 


2.36 


24 


1.37 


100 


2.47 


25 


1.46 


107 


1.14 


59 


0.95 


109 


2.84 
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(coiHinued) 



Cpd# 


IC5o.|iM 


Cpd# 




61 


1.76 


110 


3.05 


78 


5.03 


117 


1.33 


84 


0.69 


118 


1.5 


86 


1.16 


121 


3.52 



10 

Example 16 

Inhibrtipn of Ectaxin metfiattf ghgmgtaxig pf cCR-3 li .2 trangfegtarn ggiig-W/? vftrQ Aggay 

15 [0207] The CCR-3 antagonistic activity of the compounds of this invention was determined by measuring the Inhibition 
of eotaxin mediated chemotaxis of the CCR-3 LI .2 transfectant cells, using a slight modification of the method 
desaibed in Ponath, P. D. et al.. J. Clin. Invest 97: 604-612 (1996). Tlie assay was performed in a 24-weli chemotaxis 
plate (Costar Corp.. Cambridge MA). CCR-3 LI .2 transfectant cells were grcywn in culture medium containing RPMI 
1640, 10% Hyclone™ fetal caH serum, 55 mM 2-mercaptoethanol arxl Genetidn 418 (0.8 mg/ml). 18-24 hours before 

20 the assay, the transfected cells were treated with n-butyric acid at afinal concentration of 5 mM/1 x 10^ cell&Anl. isolated 
and resuspended at 1 x 10^ cells/ml In assay medium containing equal parts of RPM1 1640 and Medium 199 (M 199) 
with 0.5% txsvine serum albumin. 

[0208] Human eotaxin suspended in phosphate buffered saline at 1 mg/ml was added to bottom chanter In a final 
concentration of 100 nm. Transwell culture inserts (Costar Corp., Cambridge MA) having 3 micron pore size were 

25 Inserted Into each well and LI .2 cells (1 x 10^) were added to tiie top chamber in a final volume of 100)il. Test com- 
pounds In DMSO were added both to the top and bottom chambers such that tiie final DMSO volume was 0.5%. The 
assay was performed against two sets of controls. The positive control contained cells with no test compound In the top 
chamber and only eotaxin in the lower chamber. The negative control contained cells with no test compound in ttie top 
chamber and neitiier eotaxin nor test compound In lower chamber. The plate was Incubated at 37 ^^C. After 4 h, the 

30 inserts were removed from the chambers and the cells that had migrated to the bottom chamber were counted by pipet- 
ting out 500 ^1 of the cell suspension from the lower chamber to 1 .2 ml Cluster tubes (Costar) and counting them on a 
FACS for 30 sec. 

[0209] Compounds of this invention were active in this assay 

[021 0] The IC50 value (concentration of test compound required to reduce eotaxin mediated chemotaxis of CCR-3 L 
35 1 .2 tBnsfected cells by 50%) for some of the compounds of the Invention was: 



40 



CPD# 


ICsoliM 


CPD# 


IC50 JiM 


57 


0.24 


84 


0.46 


59 


0.21 


93 


0.06 



45 Example 17 

Inhibition of Eotayjn metfiated chemotaxis of human eosinophils-//? vitro Assay 

[0211] The ability of compounds of the invention to Inhibit eotaxin mediated chemotaxis of human eosinophils was 
so assessed using a slight nxxlif ication of procedure desaibed In Carr, M. W. et al.. Proc. Natl. Acad. Sci. USA. 91 : 3652- 
3656 (1994). Experiments were performed using 24 well chemotaxis plates (Costar Corp., Cambridge MA). Eosinophils 
were isolated from tiiood using the procedure desaibed in PCT Application, Publication No. WO 96/22371. The 
endottieliat cells used were the endothelial cell line ECV 304 obtained from European Collection of Animal Cell Cultures 
(Porton Down. Salisbury, U.K.). Endottiellal cells were cultured on 6.5 mm diameter Biocoat® Transwell tissue culture 
55 inserts (Costar Corp.. CarTt>rldge MA) witii a 3.0 iiM pore size. Culture media for ECV 304 cells consisted of M199. 
10% Fetal Calf Serum. L-glutamine and antibiotics. Assay media consisted of equal parts RPM1 1640 and M199. with 
0.5% BSA. 24 h belbre tiie assay 2x10^ ECV 304 cells were plated on each Insert of the 24-welt chemotaxis plate and 
incuk>ated at 37 *^C. 20 nM of eotaxin diluted in assay medium was added to the bottom chamber. The final volume in 
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bottom chamber was 600 fil. The endothelial coated tissue culture inserts were inserted into each well. 10^ eosinophil 
cells suspended in 100 ^1 assay buffer were added to the top chamber. Test compounds dissolved in DMSO were 
added to both top and bottom chambers such that the final DMSO volume in each well was 0.5%. Tlie assay was per- 
formed against two sets of controls. The positive control contained cells in the top chamber and eotaxin in the lower 
5 chamber The negative control contained cells in the top chamber and only assay buffer in the lower chamber. The 
plates were incubated at 37 °C in 5% C0^95% air for 1 -1 .5 h. 

[021 2] The cells that had migrated to the bottom chamber were counted using flow cytometry. 500 (li of the cell sus- 
pension from the lower chamber was placed in a tube, and relative cell counts were obtained by acquiring events for a 
set time period of 30 seconds. 
10 [021 3] Compounds of this invention were active in this assay. 



Inhibition of Eosinophil influx into the lungs of Ovalbumin sensitlzad balb/c mice by CCR-3 Antagonist -In vivo Assay 



[0214] The ability of the compounds of the invention to inhibit leukocyte infiltration into the lungs was determined by 
measuring the inhSbition of eosinophil accumulation into the bronchioalveolar lavage (BAL) fluid of Ovalbumin (0A)-8en- 
sitized balb/c mice after antigen challenge by aerosol. Briefly, male balb/c mice weighing 20-25g were sensitized with 
OA (10 |ig in 0.2 ml aluminum hydroxide solution) intraperitoneally on days 1 and 14. After a week, the mice were 

20 divided into ten groups. Test compound or only vehicle (control group) or anti-eotaxin antibody (positive control group) 
was administered. After 1 h, the mice were placed in a Plexiglass box and exposed to OA aerosol generated by a 
PARISTAR™ nebulizer (PARI. Richmond. VA) for 20 min. Mice which had not been sensitized or challenged were 
included as negative control. After 24 or 72 h. the mice were anesthetized (urethane, approx. 1 g/kg. i.p.). a tracheal can- 
nula (PE 60 tubing) was inserted and the lungs were lavaged four times with 0.3 ml PBS. The BAL fluid was transferred 

25 into plastic tubes and kept on ice. Total leukocytes in a 20 m^I aliquot of the BAL fluid was determined by Coulter Coun- 
ter™ (Coulter, Miami, Fl). Differential leukocyte counts were made on Cytospin™ preparations which had been stained 
witii a modified Wright's stain (Diff-QuicK^ by light microscopy using standard morphological criteria. 
[021 5] Conpounds of this invention were active in this assay. 

[021 6] The foregoing invention has been desaibed in some detail by way of illustration and example, for purposes of 
so clarity and understanding. It will be obvious to one of skill in the art that changes and modifications may be practiced 

within the scope of the appended claims. Therefore, it is to be understood that the above desaiption is intended to be 

illustrative and not restrictive. The scope of the invention should, therefore, be determined not witii reference to the 

above descrqMion. but should instead be determined with reference to tiie following appended claims, along with the full 

scope of equivalents to which such claims are entrtied. 
55 [021 7] All patents, patent applications and pukslications dted in tiiis application are hereby incorporated by reference 

in tiieir entirety for all purposes to the same extent as if each individual patent patent application or publication were so 

individually denoted. 
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Claims 
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1 . A compound selected from compounds of Formula (I): 



R 



50 



45 



Ar-(F)-(E)-CR^R^-(CHR)„, T 




(I) 



55 



wherein: 



T and U are both nitrogen; or one of T and U is nitrogen and the other is cart>on; 
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and are, independerrtiy of each other, hydrogen or alkyl; 
n is an integer from 0 to 2, provided that when n is 0, either T or U is cart)on; 
m is an integer from 0 to 3; 

Ar and Ar^ are, independently of each other, aryl or heteroaryl; 

F is alkylene. alkenylene or a bond, provided that when T and U are nitrogen and F is all^ylene. then R"^ is not 
aryi. 

Each R is independently hydrogen or alkyt* or R together with either or R"^ and the atoms to which they are 

attached form a cartxxiycle or a heterocycle: 

R^ and R^ are, independently of each other, selected from: 

(i) hydrogen, alkyl, alkenyl, haloalkyi, cydoalkyl, cydoalkylalKyl, heteroaryl. heteroarall^. heterocydyl, 
heterocydylalkyi, heteroalkyi, cyano or 

-(alkylene)-C(0)-Z where Z Is alkyl. haloalkyi, alkoxy, haloalkyloxy, hydroxy, amino, mono- or disiibstituted 
amino, aryl, aralkyi, aryloxy, aralkyloxy. heteroaryl. heteroaryloxy or heteroaralkyloxy, provided that both 
and R^ are not hydrogen; or 

(ii) R^ and R^ together with the carbon atom to which they are attached form a cartx)cyde or a heterocyde; 

E is ■C(0)N(R^-, -SOgNCR^-. -N(R^)C(0)N(R^-, -N(R6)S02N(R^-, -NCR^jCCSjNCR^-. -N(R«)C(0)-, ■ 
N(R®)C(0)0-. -OC{0)N(R®)- or -N(R6)S02- wherein: 

R^ is: 

0) hydrogen, alkyl, acyl, hak)alkyl, cydoalkyl, cydoalkylalkyl. aryl, aralkyi, aralkenyl, heteroaryl, heteroar- 
alkyt, heterocydylalkyi. heteroalkyi. or 

-(alkylene)-C(0)-Z where Z is alM, haloalkyi, alkoxy, haloalkyloxy, hydroxy, amino, mono- or disiibstituted 
amino, aryl, aralkyi, aryloxy. arall^loxy, heteroaryl. heteroaryloxy or heteroaralkyloxy; or 
(ii) R^ together with either R^ or R^ and the atonrs to which they are attached forms a heterocycloamino 
group; and 

R^ is hydrogen, alkyl, acyl. haloalkyi. cydoalkyl. cycloalkylall^, aryl. aralkyi, aralkenyl, heteroaryl, heteroar- 
alkyl. heterocydylalkyi, heteroalkyi. or -(alkylene)-C(0)-Z where Z is all^. haloall^. alkoxy, haloalkyloxy, 
hydroxy, amino, mono- or disubstituted amino, aryl, arall^, aryloxy, aralkyloxy, heteroaryl, heteroarytoxy or het- 
eroaralkyloxy. 

provided that when T is nitrogen and E is -C{0)N{R5)-, -SOaNCR^)-. -N(R®)C(0)N(R5)-, -N(R6)S02N(R5)- or - 
N(R^)C(S)N(R^-. then m > 0; 
Q is -R^-W-R®- wherein: 

R^ is an alkylene chain of between 1-6 carbon atoms indusive; 

R^ is a bond or an alkylene chain of between 0-4 cartx)n atoms indusive; 

W is a bond or a group selected from -C(0)-. -NR^-. -0-, -S(0)o.2-. -C(0)N(R®)-. -N(R^C(0)-, -N(R^S02-, - 
S02N(R^-. -N(R^)C(0)N(R®)-, -N(R^S02N(R^- or -N(R^C(S)N(R®)- wherein: R® is hydrogen, alkyl, acyl, 
haloalkyi, cydoalkyl, cydoalkylalkyl, aryl, aralkyi. aralkenyl, heteroaryl. heteroaralkyl. heterocycloalkyl. heter- 
oalkyi, or -(alkylene)-C(0)-Z where Z is alkyl, haloalkyi. alkoxy, haloalkyloxy, hydroxy, amino, mono- or disub- 
stituted amino, aryl, aralkyi, aryloxy, aralkyloxy, heteroaryl, heteroaryloxy or heteroaralkyloxy, 

provided that when T is nitrogen and U is cartx)n then W is not -C(0)N(R^-; and prodrugs, individual isomers, mix- 
tures of isomers and pharmaceutically acceptable salts thereof. 

The compound of Claim 1, wherein: 

n and mare 1; 
F is a bond; 

Q is an alkylene chain of between 1 to 6 cartx)n atoms indusive; and 
E is -C(0)N(R^-, -S02N(R^-. -N(R^)C(0)N(R^- or N(R^)C{0)-. 

The compound of Claim 2, wherein: 

R, R\ R^ and R^ are hydrogen; and 
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Eis-C{0)N(RV 
4. The compound of Claim 3. wherein T and U are both nitrogen. 
5 5. The compound of Claim 4, wherein is all<yl or heteroalkyi and is hydrogen. 

6. The conrpound of Claim 5, wherein: 

Ar and Ar^ are aryl. 

10 

7. The compound of Claim 6. wherein R* is 1-methylethyl, 1,1-dimethylethyl. 2-methytpropyl. 3-hydroxypropyl, 1- 
hydroxyethyt or 2-hydrQxyethyl. 

8. The compound of Claim 7, wherein: 

IS 

At is a phenyl ring optionally sut>stituted with one, two or three substituents selected from alkyi, heteroalkyi, 
alkoxy, acyl, -SO2R (where R is alkyi, amino or mono or disubstituted amino), methylenedioxy. hydroxy, halo, 
amino, mono- or disubstituted amino, -CONR'R*' (where R* and R** are hydrogen or alkyI) or -COOH; and 
Ar^ is a phenyl ring optionally substituted with one, two or three substituent selected from alkyI, heteroalkyi. 
20 alkoxy, halo, trifluoromethyl, nitro or mono- or disubstituted amino. 

9. The compound of Claim 8, wherein: 

Ar is phenyl, 4-chlorophenyf, 3,4-difluorophenyl, 4-methytphenyl, 3-methoxyphenyl, 4-methoxyphenyl, 4- 
25 hydroxyphenyl, 3,4-methylenedioxyphenyl, 4-methylsulfonylphenyl, 4-[(2-acetylamino)ethy[]phenyl, 4-[2-[(R)- 

amino-3-methy!butyrytamino]ethyi}pheny1, 4-(2-aminoethyl)phenyl, 4-(aminomethyi)-phenyl, 4-(hydroxyme- 
thyl)phenyl, 3-aminocartx>nylphenyl, 3-cart>oxyphenyl, 2.5-dimethoxyphenyl, 3,&<iimethQxyphenyl, 3.4- 
dimethoxyphenyl or 4-aminophenyl; and Ar^ Is 4-nitrophenyl, 4-trifluoromethylphenyl, 4-chk)rophenyl, 3,4-dif- 
luorophenyl, 2,3-dlchlorophenyl, 3-methyl-4-nltrophenyl, 3-chloro-4-fluoro-phenyl or 3,4-dichbrophenyt. 

30 

10. TTie compound of Claim 9, wherein: 

R^ is 1-methylethyl; 
Ar is 4-methylphenyl; 
35 Ar^ is 3,4-dk;hlorophenyl; and 

Q is methylene; 

namely. N-{1 -(S)-[4-(3,4<lichlorobenzyl)piperazin-1 -ylm6thyq-2-methylpropylH-methylbenzamKle dihydrochlorMe 
salt 

40 

1 1 . The compound of Claim 9, wherein: 

R'^is 1.1-dimethylethyl; 
At is 4-methylphenyl; 
45 Ar^ is 3,4-dk;hloFophenyl; and 

Q is methylene; 

namely. N-{1 -(S)-[4-(3,4-dichlorobenzyi)piperazln-1 -ylmethyl]-2.2<Iimethylpropyl}-4-methylben2amkJe dihydro- 
chlork:ie salt. 

so 

12. The compound of Claim 5, wherein: 

Ar is an aryl ring; and 
Ar^ is a heteroaryl ring. 

ss 

13. The compound of Claim 12. wherein R^ is 1-methylethyl. 1.1-dimethylethyl, 2-methylpropyl. 3-hydrcKypropyl. 1- 
hydroxyethyl or 2-hydrQxy6thyl. 
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14. ThecompoundofClaimI 3, wherein: 

At is a phenyt ring optionally substituted with one. two or three substituents selected from alkyt, heteroalM, 
alkoxy, acyl, -SOaR (where R is alkyl. amino or mono or disubstituted amino), methylenedioxy, hydroxy, halo, 
amino, mono- or disubstituted amino, -CONR'R" (where R' and R" are hydrogen or alkyl) or -COOH; and 
Ar^ is 1-acetylindol-3-yl, 3-methytbenzothk)phen-2-y1 or 5-nitrothiophen-3-y1. 

15. The compound of Claim 5, wherein: 

Ar is a heteroaryl ring; and 
Ar^ is an aryl ring. 

16. The compound of Claim 15, wherein R^ is 1-methylethyl, 1,1-dimethylethyl, 2-methylpropyl, 3-hydrQxypropyl, 1- 
hydroxyethyl or 2-hydroxyethyl. 

17. The compound of Claim 16, wherein: 

Ar Is pyridin-2-yl. pyrldin-3-yl, quinolin-3-yl or 5-methylthlophen-2-yl; 
and 

Ar^ is a phenyl ring optionally sut}stituted with one, two or three substituent selected from alkyl, heteroalkyi, 
alkoxy, halo, trifluoromethyl, nifro or mono- or disubstituted amino. 

18. The compound of Claim 17, wherein: 

Ar^ is 4-nitrophenyl, 4-frifluoromethylphenyl. 4-chlorophenyl. 3,4-difluorophenyl, 2,3-dichlorophenyt, 3-methyl- 
4-nlfrophenyl, 3-ch[oro-4-f luorophenyl or 3,4-dichlorophenyl. 

19. The compound of Claim 3, wherein T is nHrogen and U is carbon. 

20. The compound of Claim 19, wherein R^ is alkyt or heteroalkyi and R^ is hydrogen. 

21. The compound of Claim 20, wherein: 

Arand Ar^ are aryl. 

22. The compound of Claim 21, wherein R^ is 1-methylethyt, 1,1-dimethylethyl, 2-methylpropyl, S-hydrcxypropyl. 1- 
hydroxyethyl or 2-hydroxyethyl. 

23. The compound of Claim 22, wherein: 

Ar is a phenyl ring optionally substituted with one. two or three substituents selected from alkyi. heteroalkyi, 
alkoxy. acyl, -SO2R (where R Is alkyl, amino or mono or disubstituted amino), methylenedioxy, hydroxy, halo, 
amino, mono- or disubstituted amino. -CONR'R" (where R' and R" are hydrogen or alkyl) or -COOH; and 
Ar^ is a phenyl ring optionally substituted with one, two or three substituent selected from alkyl. heteroalkyi, 
alkoxy, halo, frifluoromethyl, nitro or mono- or disuk>stituted amino. 

24. The compound of Claim 23, wherein: 

Ar is phenyl. 4-chlorophenyl. 3,4-dlfluorophenyt. 4-methylphenyl, 3*methQxyphenyl, 4-methoxyphenyl, 4- 
hydroxyphenyl, 3,4-methylenedioxyphenyl, 4-methylsuHbnylphenyl, 4-[(2-acetylamino)ethyqphenyl, 4-{2-[(R)- 
amino-3-methylbutyrylamino]ethyi}phenyi. 4-(2-aminoethyI)phenyI, 4-(aminomethyi)-phenyl, 4-{hydroxyme- 
thyi)pheny]. 3-aminocart)onylphenyl, 3-cartx)xypheny1, 2,5-dimethoxyphenyi. 3,5-dimethoxyphenyt, 3,4- 
dimethoxyphenyl or 4-aminophenyl; and 

Ar^ is 4-nitrophenyl, 4-frifiuoromethylphenyt, 4-chlorophenyl, 3.4-difluorophenyl. 2,3-dichlorophenyl, 3-methyl- 
4-nlfrophenyl, 3-chloro-4-fluoro-phenyl or 3,4-dichlorophenyl. 

25. The compound of Claim 24. wherein: 
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R^is 1-methylethyI; 

At is 4-niethytphenyl; 

At** is 3,4-dichlorophenyl; and 

Q is methylene; 

5 

and is named as, N-{1-(S)-[4-(3.4<ilchlorobenzyl)piperidin-1-ylmethyq-2-mettiyl-pro^ 
drochloride salt. 

26. The compound of Claim 24, wherein: 

10 

is 1-methylethyl; 
Ar is 4-(2-aminoethyl)phenyl; 
Ar^ is 3,4-dichlorophenyl; and 
Q is methylene; 

IS 

and is named as, N-{1-(H)-[4-(3,4<lichlorobenzyl)piperidin-1-ylmethyQ-2-m6thyl-propyl}-4-(2-ami 
mide dihydrochloride salt 

27. The compound of Claim 20, wherein: 

20 

Ar is a heteroaryl ring; and 
Ar^ is an aryt. 

28. The compound of Claim 27, wherein is 1-methylethyl, 1,1-dimethylethyl. 2-methylpropyl, 3-hydroKypropyl, 1- 
25 hydroxyethyl or 2-hydrQxyethyl. 

29. The compound of Claim 28. wherein: 

Ar is pyridin-2-yl, pyridin-3-yl. qulnolin-3-yl or 5-methylthiophen-2-yl; 
30 and 

Ar^ is a phenyl ring optionally substituted with one. two or three substftuent selected from alkyi, heteroalkyi, 
alkoxy. halo, trifluoromethyl, nitro or mono- or disut>stituted amino. 

30. The compound of Claim 29, wherein: 

35 

Ar^ is 4'nrtrophenyl. 4-trifluoromethylphenyl, 4-chlorophenyl, 3,4-difluorophenyl, 2.3-dichlorophenyl, 3-methyl- 
4-nitrophenyl, 3-chloro-4-f luoro-phenyl or 3,4-dichlorophenyl. 

31. The compound of Claim 31 wherein: 

40 

R^is 1-methylethyl; 
Ar is 5-methylthicphen-2-yi; 
Ar^ is 3.4-dichIorophenyl; and 
Q is methylene; 

45 

and is named as, N-{1-(ff)-[4-(3,4-dichlorobenzyOpiperidin-1-ylmethyll-2-methyl-propyl}-5-nwlhy^ 
tx)xamide hydrochloride salt. 

32. The compound of Claim 3, wherein T is carbon and U is nitrogen. 

50 

33. The conrpound of Claim 32, wherein R^ is alkyI or heteroalkyi; and R^ is hydrogen. 

34. The compound of Claim 33, wherein: 

55 Ar is an aryl or heteroaryl ring ; and 

Ar^ is an aryl ring. 

35. The compound of Claim 34. wherein R^ is 1-methylethyl, 1,1-dlmethyt6thy1, 2-m6thylpropyf, 3-hydraxypropyl, 1- 
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hydroxyethyl or 2-hydroxyethyl. 

36. The compound of Claim 35, wherein: 

Ar is a pyridin-2-yl, pyridin-3-yl, quinolin-3yl or 5-methylthiophen-2-yl ring, or a phenyl ring optionally substi- 
tuted with one. two or three sut)stjtuents selected from alkyi, heteroalkyf , alkoxy, acyl, -SO2R (where R is alkyi, 
amino or mono or disubstituted amino), methylenedioxy. hydroxy, halo, amino, mono- or disubstituted amino. - 
CONRR" (where R' and R** are hydrogen or alkyO or -COOH; and 

Ar^ is a phenyl ring optionally substituted with one, two or three substituents selected from alkyI, heteroalkyl, 
alkoxy. halo, trifluoromethyl, nitro or mono- or disubstituted amino. 

37. The compound of Claim 2, wherein: 

R, R\ r2 and R^ are hydrogen; and 
Eis-N(R^)C(0)N(R5).. 

38. The compound of Claim 37. wherein T and U are both nitrogen. 

39. The compound of Claim 38. wherein R^ is all^ or heteroalkyl; and R^ and R^ are hydrogen. 

40. The compound of Claim 39, wherein: 

Ar and Ar'* are aryl. 

41. The compound of Claim 40. wherein R"^ is 1-methylethyl, 1,1-dimethylethyl. 2-methylpropyl. 3-hydrQxypropyl, 1- 
hydroxyethyl or 2-hydrQxyethyl. 

42. The compound of Claim 41 . wherein: 

Ar is a phenyl ring optionally substituted with one. two or three substituents selected from alkyI, heteroalkyl. 
alkoxy, acyl, -SO2R (where R is alkyl. amino or mono or disubstituted amino), methylenedioxy, hydroxy, halo, 
amino, mono- or disutastituted amino, -CONR'R" (where R' and R" are hydrogen or alkyl) or -C(X>H; and 
Ar^ is a phenyl ring optionally substituted with one, two or three 8uk>stituent selected from alkyl. heteroalkyl, 
alkoxy, halo, trifluoromethyl. nitro or mono- or disubstituted amino. 

43. The compound of Claim 42, wherein: 

Ar is phenyl, 4-chlorophenyl, 3,4-difluorophenyl, 4-methylphenyl, 3-methoxyphenyl. 4-methoxyphenyl, 4- 
hydroxyphenyl, 3,4-methylenediQxyphenyl, 4-methylsulfbnylphenyl, 4-[(2-acelylamino)ethyllphenyl. 4-{2-[(fl)- 
amino-3-methylbutyrylamlno]ethyl}phenyl, 4-(2-aminoethyl)phenyl. 4-(aminomethyl)-phenyl. 4-(hydroxyme- 
thyl)phenyl, 3-aminocartx)nylphenyl, 3-carboxyphenyl, 2,5-dimethoxyphenyl. 3.5<limethQxyphenyl, 3,4- 
dlmethoxyphenyl or 4>aminophenyl; and 

Ar^ is 4-nitrophenyl. 4-trifluoromethylphenyl, 4-chlorophenyl, 3,4-drfluorophenyl, 2,3-dichlorophenyl, 3-methyt- 
4-nitrophenyl, 3-chlorO'4-f luorophenyl or 3,4-dichlorophenyl. 

44. The compound of Gaim 43, wherein: 

R^ls 1-methylethyl; 
Ar is 3-methQxyphenyl; 
Ar^ is 3,4-dichlorophenyl; and 
Q Is methylene; 

namely. 1 -{1 (f7)-[4-(3.4-dichlorobenzyqpiperazin-1 -ylmethyq-2-methylpropyl}-3K3-methoxyphenyl^ 

45. The compound of Claim 37, wherein T is nitrogen and U is casbon. 

AS, The compound of Claim 45. wherein R^ is alkyl or heteroalkyl; and R^ and R^ are hydrogen. 
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47. The cornpound of Claim 46, wherein: 

At and Ar*" are aryl. 

48. The conrpound of Claim 47, wherein is 1-methylethyl, 1,1-dimethylethyl, 2-methylpropyl, 3-hydroxypropyl, 1- 
hydroxyethyl or 2-hydrQxyethyl. 

49. The compound of Claim 48. wherein: 

Ar is a phenyl ring optionally substituted with one, two or three substituents selected from alkyl, heteroalkyi, 
alkoxy. acyt. -SOgR (where R is alkyl, amino or mono or disubstituted amino), methylenedioxy, hydroxy, halo, 
amino, mono- or disubstituted amina -CONR'R" (where R' and R" are hydrogen or alkyl) or -COOH; and 
Ar^ Is a phenyl ring optionally substituted with one, two or three substituent selected from alkyl, heteroalkyi, 
alkoxy, halo, trifluoromethyt, nitro or mono- or disubstituted amino. 

50. The compound of Claim 49, wherein: 

Ar Is phenyl, 4-chlorophenyl, 3,4-difluorophenyl, 4-methylphenyl. 3-methoxyphenyl, 4-methoxyphenyl, 4- 
hydroxyphenyl. 3,4-methylenedioxyphenyl, 4-methylsuHbnylphenyl, 4-[(2-acetylamino)ethyl]phenyl, 4-{2-[(f?)- 
amino-3-methylbutyrylamino]ethyl}phenyl, 4-(2-aminoethyl)phenyl, 4-{aminomethyl)-phenyl, 4-(hydroxyme- 
thyl)pheny1, 3-aminocarbonylphenyl, 3-carboxyphenyl, 2,5-dlmethoxyphenyl, 3,5-dlmethoxyphenyl, 3,4- 
dimethoxyphenyl or 4-aminophenyl; and 

Ar^ is 4-nitrophenyl, 4-trlfluoronnethylphenyl, 4-chlorophenyl, 3,4-difluaophenyl, 2,3-dichloroph&iyl, 3-methyl- 
4-nltrophenyl, 3-chloro-4-fluorophenyl or 3,4-dichlorophenyl. 

51. The compound of Claim 50, wherein: 

R^is 1-methylethyl; 
Ar Is 3-methQxyphenyl; 
Ar** is 3,4-dlchlorophenyi; and 
Q Is methylene; 

namely, 1 -{1 -(H)-[4-(3.4-dlchlorobenzyQplperidin-1 -ylmethyq-2-methylpropyl}-3-(3-methoxyphenyl)ur 

52. The compound of Claim 37, wherein T is cartxxi and U is nitrogen. 

53. The compound of Claim 52, wherein R^ is alkyl or heteroalkyi; and R^ and R^ are hydrogen. 

54. The compound of Claim 53, wherein: 

Arand Ar^ are aryl. 

55. The compound of Claim 54. wherein R^ is 1-methylethyl, 1.1-dimethylethyl. 2-methytpropyl, 3-hydrQxypropyl, 1- 
hydroxyethyl or 2-hydrQxyethyl. 

56. The compound of Claim 55. wherein: 

Ar is a phenyl ring optionally substituted with one, two or three siisstituents selected from alkyl, heteroalkyi. 
alkoxy, acyl, -SO2R (where R is alkyl, amino or mono or disubstituted amino), methylenedioxy. hydroxy, halo, 
amino, mono- or disubstituted amino, -CONR'R" (where R' and R" are hydrogen or alkyl) or -COOH; and 
Ar^ is a phenyl ring optionally substituted with one. two or three substituent selected from alkyl, heteroalkyi. 
alkoxy, halo, trifluoromethyl. nitro or mono- or disubstituted amino. 

57. The compound of Claim 1. wherein: 

T is cartx)n and U is nitrogen; 

nis 1; 

misO; 
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F is a bond; 

Q is an alkylene chain; and 

E is -C(0)N(R^-. -SOgNCR^-. -N{R®)C{0)N(R^- or N(R^)C(0)-. 

58. The compound of Claim 57, wherein: 

R, R\ r2 and R^ are hydrogen; and 
Eis-C(0)N(R^-. 

59. The compound of Claim 58, wherein R^ is alkyi or heteroalkyl; and R^ is hydrogen. 

60. The compound of Claim 59, wherein: 

At is an aryl or heteroaryl ring; and 
Ar^ is an aryl ring. 

61. The compound of Claim 60, wherein R^ is l-methylethyl, 1,1-dimethylethyl, 2-methylpropyl. S-hydroxypropyl. 1- 
hydroxyethyl or 2-hydroxyethyl. 

62. The compound of Claim 61 , wherein: 

At is pyridin-2-yl, pyridin-3-yl. quinolin-3yl or 5-metliylthiophen-2-yl. a a phenyl ring optionally substituted with 
one, two or three substituents selected from alkyl. heteroalkyl, alkoxy, acyl, -SO2R (where R is alkyI, amino or 
mono or disubstituted amino), methylenedioxy, hydroxy, halo, amino, mono- or disubstituted amino, -CONR'R" 
(where R' and R" are hydrogen or alkyl) or -COOH; and 

Ar^ is a phenyl ring optionally substituted with one, two or three substituent selected from alkyl, heteroalkyl, 
alKoxy, halo, trif luoromethyl, nitro or mono- or disubstituted amino. 

63. The compound of Claim 57, wherein: 

R, h\ R^ and R^ are hydrogen; and 
Eis-(NR^)C(0}N(R5)-. 

64. The compound of Claim 63, wherein R^ is alkyl or heteroalkyl; and R^ and R^ are hydrogen. 

65. The compound of Claim 64, wherein: 

Ar is an aryl or heteroaryl ring; and 
Ar^ is an aryl ring. 

66. The compound of Claim 65, wherein R^ is 1-methylethyl, 1,1-dimethylethyl, 2-methylpropyl, 3-hydrQxypropyl, 1- 
hydroxyethyl or 2-hydroxyethyl. 

67. The compound of Claim 66, wherein: 

Ar is pyridin-2-yl, pyridin-3-yl, quinolin-3yl or 5'methytthiophen-2-yl, or a phenyl ring optionally substituted with 
one. two or three substituents selected from alkyl. heteroalkyl, alkoxy, acyl, -SO2R (where R is alkyl, amino or 
mono or disubstituted amino), methylenedioxy, hydroxy, hak), amino, mono- or disubstituted amino, -CONR'R'* 
(where R* and R" are hydrogen or alkyl) or -COOH; and 

Ar^ is a phenyl ring optionally substituted with one, two or three substituent selected from alkyl, heteroalkyl, 
alkoxy, halo, trrfluoromethyl. nitro or mono- or disutsstituted amino. 

68. A pharmaceutical composition comprising a therapeutically effective amount of a compound of any one of Claims 
1 to 67 and a pharmaceutically acceptable exdpieni 

69. Compounds of the general formula: 
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in which n. m, R, - R^, T, U, Q and Ar^ are as in Claim 1 and X is a group HN(R^, HN(R^)- or carboxy, and R® 
and R^ are as In Claiinl. 

70. Process for the manulacture of the compounds in accordance with any one of Calms 1 - 67. which comprises 
(a) transforming the group X in a compound of the general formula 



In which n, m, R, R^ - R^, T, U, Q and Ar^ are as in Claim 1 and X is a group HN(R^. HN(R^)- or carboxy, and 
R^ and R^ are as in Claim l.into a group Ar-(F)-(E)-. wherein Ar, F and E are as In Claim 1 , or 

(b) for the manufacture of a phamnaceutically acceptable salt of a compound of formula I can^ying an acidic 
and/or basic substituent. converting such compound of formula I Into such salt. 

71. Compounds according to any one of Claims 1-67 whenever manufactured according to the process claimed in 
Claim 70 or by an obvious chemical equivalent thereof. 

72. Compounds according to any one of Claims 1 -67 for use as therapeutically active substances, against respiratory 
diseases such as asthma. 

73. The use of compounds according to any one of Claims 1-67 in the control or prevention of diseases, particularly 
asthma, or for the manufecture of phanmaceutical preparations having such activity 
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